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This is the first comprehensive review of the important problem of hospital infection, 
written by four well-known authors with wide experience in all its aspects. The first 
part of the book provides a detailed survey of the prevalence and mode of spread in 
hospitals of many different infections, and attempts to distinguish what is established 
by scientific evidence from what is surmised. 


The second part presents recommendations for preventing the spread of infection, 
and covers the structure and layout of wards and operating theatres, nursing and medical 
practices, and associated aspects of administration. There are special chapters on 
sterilization and disinfection, with a list of recommended methods for various items of 
hospital equipment arranged alphabetically, and on the investigations of epidemics of 
infection. The necessary special technical methods receive particular mention. The 
book will thus be useful not only to pathologists and bacteriologists, but also to surgeons, 
paediatricians, and all who are responsible for the care of patients in hospital. 


x + 310 pp. 12 illustrations (1960) 35s. net (postage /s. 2d.) 


FLUID BALANCE IN A SYNOPSIS OF FEVERS PRACTICAL 
OBSTETRICS and Their Treatment OBSTETRIC PROBLEMS 
O Snir enopes by J. H. LAWSON by IAN DONALD 
F.R.C.S.(Eng.), M.R.C.0.G M.D(Glas.), D.P.H M.B.E., 4.D.(Lond.), F.R.C.0.G. 


(1960) 25s. (/Oth Edit. 1960) 10s. (2nd. edit. 1959) 55s. 


LLOYD-LUKE (Medical Books) Ltd., 49 Newman St., W.! 











AS 


THE PRACTITIONER 











* *& *& #$£\New Revised Edition * xk x 
MACKIE AND McCARTNEY’S 

HANDBOOK OF BACTERIOLOGY 
A Guide to the Diagnosis and Control of 


Edited by Prof. ROBERT CRUICKSHANK, 

M.D., F.R.C.P., D.P.H., F.R.S.E. 

Tenth edition. 992 pages. Illustrated. 40s. 

Inevitably, with the many advances in microbiology, 
extensive revision and considerable expansions were 
necessary, and this edition contains some 230 pages 
more than its predecessor. 
The practical aspects of the laboratory diagnosis of 
infection in the individual and of the epidemiology of 
specific infectious d in the c y has been 
given fuller consideration in the hope that this text- 
book will become even more widely used by medical 
students and doctors in many lands as a laboratory 
guide to the rational treatment and prevention of 
infective disease. EXTRACT FROM PREFACE 
* * * Conciseand Readable «+ *k x 
THE EYE IN GENERAL PRACTICE 

By C. R. S. JACKSON, M.A., B.M., B.Ch., 

D.O.M.S., F.R.C.S.(Ed.). 

Second edition. 160 pages. 227 illustra- 

tions. 21s. 
“ A book which is welcome because it is right in length 
and weight for the busy general practitioner or for 
the undergraduate. Well written, compact without 


being terse, well balanced with no serious omissions.” 
BRITISH MEDICAL JOURNAL 





— An Excellent Practical Monograph * 


CELL AND TISSUE CULTURE 
By JOHN PAUL, M.B., Ch.B., Ph.D., 
M.R.C.P.(Ed.). 
Second edition. 
tions. 

. full of sound practical advice, presented simply 
and concisely. We warmly recommend this excellent 
monograph to those seeking guidance about current 
tissue culture techniques.” LANCET 
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ILLUSTRATING MEDICINE AND SURGERY 
By MARGARET C. McLARTY, on ow} 
168 pages. 228 illustrations. 37s. 6d. 
“ This book should have a wide appeal for it shows 
authors and readers what can be oo and to artists 
it shows the means of doing it XTRACT FROM 
FOREWORD BY Si ROBERT MACINTOSH 
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THE POCKET PRESCRIBER AND GUIDE TO 
PRESCRIPTION WRITING 
By ALISTAIR CRUIKSHANK, F.R.C.P.E. 
Seventeenth edition. 316 pages. 522 pre- 
és. 


scriptions. 

“ This remains the most compact, most concise and 
most useful book of its kind. No young practitioner 
can afford to be without it.” THE PRACTITIONER 


324 pages. 129 illustra- 
32s. 6d. 
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By R. G. HARRISON, M.A., D.M., and M. J. 
Hoey, B.sc. 1960 
80 pages, 56 illustrations. 25s. 


CALCIUM METABOLISM AND THE 
BONE 


»F.R.C.P. 1960. 
37s. 6d. 


By PaUL FOURMAN, M.D., D.SC 
328 pages, 7 illustrations. 


THE BIOCHEMICAL RESPONSE TO 
INJURY 
A C.L0O.M.S. symposium, 
STONER. 1960. 
484 pages, 134 illustrations 


edited by H. B. 


57s. 6d. 


THE CHEMISTRY OF THYROID 
DISEASES 
By RoSALIND PrTt-RIVERS, M.SC., 
J. R. Tata, m.sc. December 1960. 
96 pages, 19 illustrations. 36s. 


PH.D., and 


INTRODUCTION TO CLINICAL 
ENDOCRINOLOGY 
By A. STUART MASON, M.D., M.R.C.P. 
192 pages, 5 illustrations 


1957 
22s. 6d. 


ESSENTIALS OF FLUID BALANCE 
By D. A. K. BLACK, Mm.D., F.R.c.P. Second 
Edition. 1960. 

152 pages, 6 illustrations 20s. 


Endocrinology 


THE MECHANISM OF ACTION OF 
INSULIN 
a by W. A. BROOM, B.SC., F.R.LC., and 
W. Wo rr, M.D. Consulting "Editor: F. G. 
You NG, M.A., D.SC., F.R.S. 1960. 
336 pages, 136 illustrations. 32s. 6d. 


ALDOSTERONE IN CLINICAL AND 
EXPERIMENTAL MEDICINE 

By E. J. Ross, M.D., PH.D., M.R.C.P. 1959. 

152 pages, 2 illustrations. 22s. 6d. 
THE CLINICAL USE OF 
ALDOSTERONE ANTAGONISTS 


Edited by F. C. BARTTER, M.D. 1960. 
224 pages, 112 illustrations. 


ee YROID RESEARCH 


TREND 


Edited z R. V. TALMAGE, M.D., and R. O. 
Greer, M.D. Spring 1961. 
320 pages, illustrated. About 66s. 


THE METABOLISM OF CARDIAC 
GLYCOSIDES 
By S. E. WRIGHT, PH.D., M.SC., A.R.LC. 1960. 
94 pages, 14 illustrations. 38s. 


TOOLS OF BIOLOGICAL 


RESEARCH (Second Series) 
Edited by H. J. B. ATKINS, D.M., M.CH., 
F.R.C.S Introduction by Lorp COHEN OF 
BIRKENHEAD 
188 pages, 115 illustrations. 37s. 6d, 


BLACKWELL SCIENTIFIC PUBLICATIONS - OXFORD 
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o « « « « Important Butterworth Books . 


Modern Trends in Endocrinology 


Edited by HAROLD GARDINER-HILL, M.B.£., M.D., F.R.C.P. 

327 pages. 15 illustrations. 1 colour plate. Price 65s. 
This book covers the results of the vast amount of research which has gone into 
endocrinology over the past ten years, presenting the broadest outlook and emphasizing 
the modern approach. New work on the thyroid hormones and advances associated 
with the adrenal hormones are extensively reviewed with evaluations of the uses of 
radioactive iodine in thyroid diseases. The interaction and inter-relationship of hormones 
are studied, resulting in chapters on such subjects as the female sex hormones, hormonal 
factors in breast development and milk secretion and human infertility in the female. 
The aim throughout the book has been to highlight advances in a particular field and to 
correlate them with present practice. 
“A valuab/e contribution to the literature on endocrinology . . . gives up-to-date information on many 


aspects of the subject . . . recommended not only to endocrinologists, but to general physicians and 
those engaged in postgraduate study.."—THE PRACTITIONER 


Cortisone and ACTH in Clinical Practice 


Edited by W. S. C. COPEMAN, 0.8.£., M.D., F.R.C.P. 

270 pages. 29 illustrations. Price 25s. 
Rheumatism, skin diseases, endocrine disorders, blood diseases, respiratory conditions 
and eye diseases are some of the numerous conditions which respond so successfully to 
treatment with either Cortisone or ACTH. These conditions are among the many 
discussed in this work which aims to give a concise picture of these drugs showing not 
only their wide practical application in modern medicine, but, almost as important in a 
book of this nature, their dangers and limitations also. 


Anaerobic Bacteriology in Clinical Medicine 


By A. TREVOR WILLIS, pu.p. (Leeps), M.B., B.S. (MELB.). 

185 pages. 13 illustrations. Price 30s 
In this new book the link between infection and anaerobic bacteria is recognised, the 
author stressing the importance of the anaerobe in clinical medicine. Methods of 
growing anaerobes, media, examination and identification, characteristics of the patho- 
genic anaerobes, anaerobic infections and the toxicology of anaerobes are all covered 
in great detail. The book will be of great value to both clinician and bacteriologists. 


Modern Trends in Cardiac Surgery 


Edited by H. R. S. HARLEY, M.S., F.R.C.S. 

304 pages. 79 illustrations. Price 70s. 
This is the first book on this subject to be produced in Great Britain, and the consultant, 
the trainee, and the general practitioner will find much in this account of British thought 
and practice to stimulate his interest in, and further his knowledge of, cardiac surgery. 
The subjects dealt with cover aspects of current interest, giving full attention to new 
techniques such as hypothermia, deep hypothermia and extra corporeal circulation. 


Fully descriptive leaflets on these books available, post free, from: 


BUTTERWORTHS 
4&5 Bell Yard - Temple Bar - London WC2 
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MANUAL OF SKIN DISEASES 
GORDON C. SAUER, M.D. 


. . a readable and entertaining book which many may find difficult to put 
aside once they have started turning its pages. The busy practitioner will be 
relieved to note the omission of lengthy discussions on etiology; and references 
have been included sparingly. ... We feel confident that this book is a useful 
addition to the textbooks on elementary dermatology.”—The Lancet. 


“This is really a very good book . . .”—Practitioner. 


“This is an excellent short book on dermatology which has the distinct advan- 
tage of being beautifully illustrated.... As a reference volume it will take its 
place as one of the really useful books.’’—Medical Press. 


269 pages 151 illustrations 70s. net 
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PRACTICAL 
DIETETICS 


A series of articles which were published 
in The Practitioner throughout 1959 and 
now reprinted in booklet form. Each 
article has been written by an experienced 
dietician and in every case the emphasis 
is upon what is practicable in the patient’s 


bookshop, anywhere, to c 
mo Sy ae own home. 


with Foyles. 
7 9 : 2 Paper Cover Price 4s. 6d. (By post 5s.) 
—A Customer’s Letter 


119-125, CHARING CROSS ROAD 
LONDON, W.C.2 
Gerrard 5660 (20 lines) Open 9-6 (inc. Sats.) 


The publisher: 


THE PRACTITIONER 
5 Bentinck Street, London, W.1 


(Two minutes from Tottenham Court Road 
Station) 
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Medical, Surgical and Gynecological 


COMPLICATIONS OF PREGNANCY 


Edited by A. F. Guttmacher, M.D., Director, Department of Obstetrics and 

Gynecology, and Obstetrician and Gynecologist-in-Chief, The Mt. Sinai Hospital, 

and J. J. Rovinsky, M.D., Assistant attending Physician, Department of Obstetrics 
and Gynecology, The Mt. Sinai Hospital. 
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mirrors the results, observations and conclusions obtained by the staff of 
Department of Obstetrics at the Mount Sinai Hospital which created ten 
speciality clinics within the framework of the department. 


Although not intended as a substitute for standard textbooks on obstetrics, 
it is a valuable supplement to them and will be found greatly rewarding to 
those wishing to obtain stimulating reading on the subject. 


629 pages, 64 illustrations. Price 132s., postage 2s. 9d 


BAILLIERE, TINDALL & COX 


eeceeee 7 & 8 Henrietta Street - London: WC2 eceres 





Pharmaceutical Pocket Book 
17th Edition 1960 


This new book contains much of interest to the general medical prac- 
titioner. Under headings such as: posology; symptoms and antidotes in cases 
of poisoning and treatment in special cases; food and diet; biochemical analy- 
sis; terms used in pharmacology, radiology and in foreign prescriptions; and 
B.P. “Approved Names” and their synonyms, there is a wealth of information 
which is not available in any other single publication. 


The book also deals with dispensing techniques, forensic pharmacy, 
physical constants, and includes a wide range of miscellaneous data. 


Pp. xti+576 Price 30s. (post 1s. 3d., overseas 2s. 3d.) 


THE PHARMACEUTICAL PRESS 


17 Bloomsbury Square, London, W.C.1 
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BRITISH OXYGEN EQUIPMENT TO SAVE LIVES 


The AMBU Resuscitator is one of the simplest 
In seconds of life-saving aids, consisting of a self- 
inflating rubber bag fitted with an air-iniet 


the AMBU valve, a non-rebreathing valve and a face- 


mask. By applying the mask and rhythmi- 

can be at work ! cally squeezing the bag, a patient's lungs can 
be effectively ventilated by anyone, any- 
where. The AMBU Resuscitator is invaluable 
in every type of rescue or emergency work 
involving the need for artificial respiration. 
AMBU Resuscitation Equipment, which in- 
cludes acompact and efficient foot-operated 
suction pump, can easily be carried any- 
where in a specially designed satchel. For 
demonstration and full details please com- 
municate with The British Oxygen Company 
Ltd., Medical Department, Great West Road, 
Brentford, Middiesex. 


BRITISH OXYGEN GASES LTD 
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Scientific Individual Designing 
ensures Effective Support Therapy 


This elderly patient, suf- 
fering from ventral and 
inguinal hernias, hip injury 
and arthritis presented a 
difficult problem indeed 


See how Spencer, follow- 
ing her doctor’s prescrip- 
tion, supported and 
re-aligned her body in the 
Spencer Surgical Belt and 
Brassiere individually des- 
igned, cut and made to meet 
her exact requirements, 
comfortably and effectively 





The Spencer Surgical Sup- 
port Fitter will be happy 
to demonstrate the value 
of this method of Spencer 
Individual Design for your 
patients requiring medical 
or orthopaedic support 


Write for Brochure ‘“‘Accepted uses of Spencer Individually-Designed Surgical, 
Therapeutic, Maternity and Orthopaedic Supports as an aid to Doctors and 
Surgeons” 


For further information and Brochure on Spencer Supports write to: 


SPENCER (BANBURY) LTD. 


Consulting Manufacturers of 


Surgical and Orthopaedic Supports 


SPENCER HOUSE BANBURY OXFORDSHIRE 
Tel: Banbury 2265 
London Office: 2 South Audley Street, W.!. Tel: GROsvenor 4292 
APPLIANCES SUPPLIED UNDER THE NATIONAL HEALTH SERVICE 
THROUGH SUBSIDIARY COMPANY SPENCER (SURGICAL SUPPLIES) LTD. 


Trained Retailer-Ficters resident thoughout the Kingdom. Name and address of nearest Fitter supplied 
on request 
Copyright 
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Zactirin 


the new, safer analgesic 





When patients complain of pai 


You will find that Zactirin* fills your need for an active, orally 
effective, non-constipating analgesic suitable for relief of the 


painful conditions you see in general practice. 


Zactirin combines the pure analgesic activity of ethoheptazine—a new 
Wyeth discovery—with the anti-inflammatory action of aspirin, in soluble 
form. It allows you to provide effective relief over long periods—for 


example, in those with chronic, painful musculo-skeletal conditions. 


When you prescribe Zactirin, your patient’s pain relief is achieved 
without the daytime sedation, disorientation, constipation or other 


side-effects that can be so disturbing with codeine medication. 


ZAactirin 


Bottles of 10 and 100 tablets (each tablet contains 75 mg. ethoheptazine 


citrate plus 325 mg. aspirin and 97 mg. calcium carbonate). 


*trade mark 








Pustular 
skin conditions 


respond dramatically 


to Evramycin 


The new oral antibiotic d@rivative, 
triacetyloleandomycin, is uncommonly 
effective in the common infective 
conditions you meet in general practice. 


Bottles of 12 and 100 capsules (250 mg). 
Suspension (125 mg. per 5 ml.) in 60 ml. bottles. 


*trrade mark (MIR eT a | 
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Ever-increasing range of Heinz Baby Foods 


provides variety and nourishment at crucial stage of baby's development 


In response to continued demand, more 
and more varieties are being added to 
the Heinz Baby Foods range, which 
now numbers 38 varieties. 

A total of 14 Junior Foods enables 
mothers of older babies to provide var- 
ied and nourishing dinners daily, with 
the minimum of fuss and bother. 


Just out! A valuable 
book on nutrition! 


An authoritative reference book on nu- 
trition in health and disease for physi- 
cians, dietitians, nurses and homeecono- 
mists, has just been published under the 
editorship of 6 eminent specialists in 
nutrition. 

Over 400 pages of text, charts, sam- 
ple diets and tables summarise up-to- 
date, accepted information in a clear 
and concise manner 


Published by 
McGraw-Hill 
Publishing Co. 
Ltd. and available 
through any 
bookseller. 

Price 45/- 


H. J. HEINZ CO. LTD. 
HARLESDEN, LONDON N.W.10 


HEINZ™ savy rooas 
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No. 20 DALZOBAND BANDAGE 


FOR VARICOSE ULCERS SE Peptic discomfort? 
ASSOCIATED WITH 


ECZEMA 


A PHOTOGRAPHIC RECORD OF 
VARICOSE ULCERS WITH | 
ATTENDANT ECZEMA 23.7.59 | 





A ventilated Lestreflex bandage was used over 
the No. 20 Bandage in connection with normal 
pressure therapy. The response over the period 
of three months is clearly evident. 
No. 20 Dalzoband Bandage is recommended Pleasant-tasiing, buffered 
when ulceration is markedly secondarily infected, antacid by Benge: —a 
and when the ulcer is associated with infective conservative, inexpensive 
eczema. first line of therapy in 
No 2 Zine Paste : peptic ulcer. 

. ledicament P Packet of 50—basic N.H.S. 
No.3 Zinc Paste and - Be Price 2/-. 


ichthammo!l 2 





No 4 Zinc Paste 
. og “ga Aluphos is @ trade mark 
> an 
ichthammo! 2°, — 
Zinc Paste with 
No.5 2 


urethane 2°, 
and calamine 
5.75 





No. 6 Zinc Paste with 


coaltar 3 

Zinc Paste with 
No.20 idochlor- 

hydroxy 

quinoline 1° 





THE erry holds pride of ae | 
. “ among the many preparations 

All Prescribable Opium produced over the last 100 

on E.C.10. SAFEST years. Containing all the constit- 

vents of peer it Soman que 

the usual unpleasant after-effects, 

| AND BEST and is constantly effective over 

| long periods. 


| PREPARATION At the request o many doctors, 








Nepenthe has been produced as a 
sterile solution for parenteral in- 
OF jection, and both oral and sterile 
| solutions can be a re 
complete confidence. Packed in 2. 

DALZOBAND OPIUM 4, 8 and 16 oz. bottles and for in- 
| jection in § oz. rubber - capped 


bottles, sterile, ready for use. 











FERRIS & CO LTD. BRISTOL. 


| 


TONALIX - MIST. TUSSINFANS 
SEDRESOL OINTMENT - SYROTUS 
Samples and literature from: SYRUP. PECTORALIS RUB 

DAL MAS LTD. LOTIO ZINC. SEDATIVA 

JUNIOR ST, LEICESTER 
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Gluten-free 


Diets Coeliac disease in children and certain cases of idio- 

pathic steatorrhoea in adults have been found amenable 
to treatment with a gluten-free diet. As patients 
suffering from the coeliac syndrome remain intolerant 
to gluten for long periods, wheat and rye flour which 
contain gluten may have to be excluded from the diet 
for an indefinite time. The withdrawal of all sources 
of wheat and rye flour results in a severely restricted 
diet and special care must be taken to ensure an 
adequate intake of essential nutrients. 


Marmite is recommended for inclusion in the diet of 
coeliac patients. It supplies all known factors of the 
vitamin B complex which, in the absence of flour, 
may be in short supply. Moreover, the appetite- 
stimulating properties of Marmite are of importance 
| to patients on a restricted dietary regime. 


yeast extract 


MARMITE 


MARMITE LIMITED, 35 SEETHING LANE, LONDON, &.c.3 
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a} a new concept in topical therapy 


X Veriderm Neo-Medrone 


Acute contact dermatitis After 4 days of therapy 
of the thumb with Veriderm 
before treatment Neo-Medrone 0.25% 


containing Medrone—the newest, most 
efficient topical corticosteroid—and 
Neomycin—unequalled for prophylaxis 
or the control of secondary skin infec- 
tions—in Veriderm (skin lipid) base—the 
optimum dermatologic base that re- 
places lotions, creams, and ointments. 
Veriderm adheres to weeping lesions, 
yet is neither drying nor waxy; it corrects 
dry skin conditions, yet is neither greasy 
nor cosmetically objectionable. 


Each gram contains: Medrone (methylprednisolone) acetate, 2.5 mg. (0.25%) and Neomycin sulphate, 
5 mg. (equivalent to 3.5 mg. neomycin base) in Veriderm (skin lipid) base. Administration: Apply to the 


affected skin with gentle rubbing one to three times daily. Supplied in 5 Gm. tubes. f U j } 
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YOUR skill 
OUR social care 


A LIFE WORTH LIVING! 


In a sense, our work begins where yours 
ends. For our concern is the world the epi << 
has to live in when he’s as fit as medical skill 
can make him. 
Often you must have felt discouraged to know 
that a patient was leaving the understanding and 
encouragement of your surgery . . . only to meet 
with ignorance and rebuffs outside. You know, 
better than most, that an epileptic is often 
treated like a pariah. Plenty of people still 
think epilepsy is due to bad living or drunken- 
ness. Plenty of people 4 yy ~~ -2W — 
madness Yes, it’s a cruel and 
world if you're a enough to be one o! the 
250,000 epileptics in Britain today. 
The British Epilepsy Association—the epilep- 
tic’s own society— =~ hy in all sorts of ways. It 
gets jobs for epileptics. It forms clubs where 
they can meet. It pays for holidays and con- 
valescence. It advises on personal problems. 
Even more important, the Association seeks to 
reform public opinion. To dispel ignorance and 
the groundless, instinctive fear in which 
ordinary people hold epilepsy. To offer the 
‘ . : sufferers a square ‘& g~ the world today. 
With frequent daily services Please . . . help poh. J to help themesives by 
utting them in touch with: the Britis 
to Le Touquet, Calais, Ostend and Cherbourg Gomeer Association, Dept. T_P.2, 27 Nassau 
to choose from, more people Street, London, W.1 
are recognizing the ease, speed and 
cheapness of flying with 


their car by 


SILVER CITY THE 
at reduced off-peak fares. 
NUFFIELD 
pony senna LE TOUQUET) osTEND | CHERBOURG FOUNDATION 


car fares to... 











Medical Fellowships 


New Austin Seven > @.  & .10. 
Morris 1000 10. 10, » U. As part of its programme for the advance- 
Triumph Herald « Bi .10. oo ment of health, the Nuffield Foundation is 
Hillman Minx . O. -10. . o. prepared to award a number of fellow- 
Ford Consul 8. 0. . 6 we. 8 : ships to men and women of the United 


io od Kingdom highly qualified in medicine, 
All care carried at Company's risk usually between the ages of 25 and 35, who 


Full details from your Travel Agent, wish to train further for teaching and 
A.A., R.A.C. or direct from : research appointments in any branch of 
SILVER CITY AIRWAYS LTD., medicine. 


62 Brompton Road, S.W.3. KEN 4567 Applications for awards in 1961, which 
must first be endorsed by the executive 


authority of a university medical school in 


the United Kingdom, must be received by 
the Foundation not later than /st February, 
196/. 

The conditions of these fellowships and 
the application forms are obtainable from 


the Director, The Nuffield Foundation, 


FASTEST, MOST FREQUENT Nuffield Lodge, Regent's Park, London, 


N.W.1. 


L. FARRER-BROWN, C BE. 
FERRY TO THE CONTINENT Director of the Nuffield Foundation. 
ee 
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@ a new concept in topical therapy 


ie -Veriderm Neo-Medrone 


Acute contact dermatitis After 4 days of therapy 
of the thumb with Veriderm 
before treatment Neo-Medrone 0.25% 


containing Medrone—the newest, most 
efficient topical corticosteroid—and 
Neomycin—unequalled for prophylaxis 
or the control of secondary skin infec- 
tions—in Veriderm (skin lipid) base—the 
optimum dermatologic base that re- 
places lotions, creams, and ointments. 
Veriderm adheres to weeping lesions, 
yet is neither drying nor waxy; it corrects 
dry skin conditions, yet is neither greasy 
nor cosmetically objectionable. 





Each gram contains: Medrone (methylprednisolone) acetate, 2.5 mg. (0.25%) and Neomycin sulphate, 
5 mg. (equivalent to 3.5 mg. neomycin base) in Veriderm (skin lipid) base. Administration: Apply to the 
affected skin with gentle rubbing one to three times daily. Supplied in 5 Gm. tubes. U j } 
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AMPHETON L 


are Tenee TRADE NAME 






A GENERAL STIMULANT FOR THE 
CENTRAL NERVOUS SYSTEM 


For cases requiring a quick-acting general stimulant without 
increasing the patient’s appetite, we consider Amphetone 
unique. It combines for the first time, Dexamphetamine 
Sulphate and Strychnine with Glycerophosphates and 
members of the Vitamin B Group. The Dexamphetamine 
provides the convalescent with an immediate feeling of well- 
being, this being followed by the well-known tonic effects of 
the other medicaments. Clinical reports have been excellent, 


FORMULA Dexamphetamine Sulphate B.P.C., 1/12 grain: 
Strychnine Hydrochloride B.P., 1/60 grain: Calcium Glycero- 
hosphate B.P.C., 2 grains: Sodium et poe B.P.C., 

grains; Aneurine hydrochloride . yg grain: Nicotin- 
amide B.P, 1/4 grain: Riboflavine B.P., rain; Syrup of 
Blackcurrant P.B.C., 2 fluid drms.: fone’ to =o fliud ounce. 


(emmon] [%] 


Available in botties containing 10, 20, 40, 80 fluid ounces. 
Basic N.H.S. Price 5/-, 9/-, 16/-, 28/6 each. Exempt from tox. 


In association with J. C. Arnfield & Sons Ltd. 
JAMES WOOLLEY, SONS & CO. LTD., victoria BRIDGE, MANCHESTER 3 


Wal 














PRESENTATION: In wials of 25 and 100 tablets, each 
tablet containing 25 mg. Androstanolone. Basic N.H.S. 
cost 20/- and 70/-. Anabolex is exempt from purchase tax. 
Samples and literature will be gladly sent on application, 


INDICATIONS Middle-aged or elderly people 
who are debilitated or “run down.”’ Preparation 
for and recovery from planned surgery. 
Convalescent patients. Premature infants, The 
child or adolescent who is under weight. Anorexia, 
Asthenia, Malnutrition, Wasting diseases. 


Anabolex is a 
registered trade mark 


LLOYD-HAMOL LIMITED (he) 11 WATERLOO PLACE, LONDON, S.W.1 





For the patient who is off his food 


Anabolex 


the protein-anabolizing, non-virilizing steroid 


promoting: a return of appetite -an increase in weight - a sense of well-being 


PATIENTS who are run down or who are recovering from 
illness frequently suffer from faulty protein metabolism. They 
are in negative nitrogen balance. Protein, in effect, is being 
broken down and lost faster than it is being built up. 

Anabolex (androstanolone) restores the physiological bal- 
ance. Many clinical trials have shown that, following the 
administration of Anabolex, there is an immediate return of 
the body’s capacity to build up protein. The patient feels 
better, eats better and gains weight. 

Here, then, is a physiological ‘‘tonic’’ with a wide therapeutic 
range. The weakness, lassitude, lack of energy and interest 
associated with many pathological states may be rapidly 
overcome by the administration of Anabolex. 

Anabolex can be safely given to patients of all ages and both 
sexes; in therapeutic doses, its virilizing properties are almost 
negligible. The only known contra-indication is prostatic 
carcinoma, 
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falapen 


REGD 


fast long-acting penicillin tablets 


effective, convenient & inexpensive penicillin 
therapy consists, quite simply, of one 
‘Falapen’ tablet every twelve hours at a 
total daily cost of less than Is. 2d. 

May we send you a copy of our Standard 
Publication on ‘ Falapen’? It contains 
much more information than can be 


put into a journal advertisement. 


DUNCAN FLOCKHART OF EDINBURGH 


The Doctors’ House 


DUNCAN, FLOCKHART & CO. LTD. EDINBURGH II 
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*« .. bronchitis caused the loss of 22 million working days among 


men in England and Wales, representing about a quarter of all 


male sickness incapacity.” 


Icipen is a Trade Mark of 
IMPERIAL CHEMICAL INDUSTRIES LIMITED 





The usefulness of a high daily dose of 
penicillin V as a long-term prophylactic 
measure in chronic bronchitis has been 
demonstrated in a recent report.* The 
number of working days lost was approxi- 
mately halved in the treated group as com- 
pared with a control group on inert treatment. 


*Brit. Med. J., 1960, 1, 297. 


Icigen Tablets In packs of 12, 100 and 500. 


i 5 Each teaspoonful (5 ml.) contains 150 mg. penicillin V 
c en Syrup as potassium salt. Available in bottles of 30 and 60 ml. 


Icipen is easily remembered, easily written and only one strength of tablet is supplied. 


DIVISION WILMSLOW CHESHIRE 


PHARMACEUTICALS 
PHB! 
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the first specific 
aldosterone-blocking agent 


Aldacton 


Brand of Spironolactone. (SC 9420) 


The new therapeutic principle embodied By blocking the effect 
in this drug effectively extends control of aldosterone which 
of oedema and ascites in congestive heart is the major cause of 
failure, hepatic cirrhosis, the nephrotic resistance to diuretics, 


syndrome and idiopathic oedema. and because of its dif- 
ferent site and mode 


Aldactone provides  satisfac- of action Aldactone has 
tory felief of resistant or a true and highly syn- 


advanced oedema even when ergistic activity when 
all other agents, alone or in 


combination, are ineffective or used with a ‘mercurial 
are only partially effective. ot thiazide diuretic. 


What physicians may expect of Aldactone 


It is fully expected that Aldactone |§ When Aldactone is used ina compre- 
will change present medical concepts hensive therapeutic regimen, which 
of therapeutic limitations in the manage- _ includes a mercurial or a thiazide 
ment of oedema. Many patients living diuretic, a satisfactory diuresis and 
in a greater or lesser state of oede- relief of oedema may be expected in 
matous invalidism can now be oedema- approximately 85 per cent of oede- 
free. To others, gravely ill, Aldactone  matous patients who would not 
will be life-saving. otherwise respond, 
5. eran Aldactone is supplied as compres- 


: 2 
oo gre ad eit sion-coated yellow tablets of 100 mg. 


Lancet, 1958, 2, 1084. 
Arch. Int. Med., 1958, rez, 998. 
Lancet, 1959, 1, 127. 


HIGH WYCOMBE BUCKS. SEARLE 
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“‘He was such a problem, doctor... 
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CONFIDENCE RESTORED... 


Now, with enuresis 
Di-Sipidin on strictl) 
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embarrassment are 
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REFERENCES: BMJ 
(1956) ii, 1334. LANCI 
(1955) 1, 1194. BMJ 
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DI-SIPIDIN 


INSUFFLATIONS 


FORMULA: Posterior Pituitary Powder 
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ciureti 
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PACKINGS: 


Outlit 


; 
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tandar 


ised in 
ach 


terms of anti-diuretic 
capsule contains 930 anti- 
units in a specially prepared 
nuff base 


Capsules: — 
Sipidin 


25, 100, 500 
Di Insufflator and 


5 capsules 


PAINES & BYRNE LTD. PABYRN LABORATORIES. GREENFORD MIDDX. 
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the first specific 
aldosterone-blocking agent 


Aldactone 


The new therapeutic principle embodied By blocking the effect 
in thie drug effectively extends control of aldosterone which 
of oedema and ascites in congestive heart is the major cause of 
failure, hepatic cirrhosis, the nephrotic resistance to diuretics, 


syndrome and idiopathic oedema. and because of its dif- 
ferent site and mode 


Aldactone provides satisfac- of action Aldactone has 
tory relief of resistant or a true and highly syn- 
advanced oedema even when ergistic activity when 


all other agents, alone or in ‘ ; 
combination, are ineffective or used with a mercurial 


are only partially effective. ot thiazide diuretic. 


What physicians may expect of Aldactone 


It is fully expected that Aldactone § When Aldactone is used ina compre- 
will change present medical concepts hensive therapeutic regimen, which 
of therapeutic limitations in the manage- _ includes a mercurial or a thiazide 
ment of oedema, Many patients living diuretic, a satisfactory diuresis and 
in a greater or lesser state of oede- relief of oedema may be expected in 
matous invalidism can now be oedema- approximately 8s per cent of oede- 
free. To others, gravely ill, Aldactone § matous patients who would not 
will be life-saving. otherwise respond, 


Aldactone is supplied as compres- 


Science, 19; 
Thid. 1036. niccpemeat sion-coated yellow tablets of 100 mg. 


Lancet, 1958, 2, 1084. 
Arch. Int. Med., 1958, re2, 998. 


Lancet, 1959, %, 127. 
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‘‘He was such a problem, doctor...” ss 


In every other respect a normal healthy child, - Y, 


r dry at night, with the result that he ac 
eee . . deservedly, the label ‘‘di 


un 


CONFIDENCE RESTORED... 


Now, with enuresis controlled by 
Di-Sipidin on strictly physiologi- 
cal lines, his previous shame and 
embarrassment are already forgot- 
ten and the world seems a much 
friendlier place. 


REFERENCES: BMJ (1956)1, 292. LANCET 
(1956) 1i, 1834. LANCET (1955) i, 1228. BMJ 
(1955) 1, 1194. BMJ (1954) 1, 1038. BMJ 
(1954) 11, 1433. 


uired, 
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DI-SIPIDIN 


INSUFFLATIONS 


FORMULA: Posterior Pituitary Powder 
standardised in terms of anti-diuretic 
units. Each capsule contains 30 anti- 
diuretic units in a specially prepared 
snuff base. 


PACKINGS: Capsules:—25, 100, 500. 
Outfit :—Di-Sipidin Insufflator and 
25 capsules. 


PAINES & BYRNE LTD. PABYRN LABORATORIES. GREENFORD MIDDX. 
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Franol eases the patient’s breathing by dilating the bronchioles 
and reducing mucous congestion. It encourages patient co- 
operation by freeing him from distressing symptoms and helping 
him to get unbroken rest at night. For the acute bronchitic, 
Franol brings immediate relief, for the chronic continual relief. 


Since its introduction, the prescribing of Franol for the relief of 
bronchitis and asthma has increased every year. More and more 
doctors regard Franol as an effective auxiliary in the treatment 
of bronchitis. 


4 tablets daily 


Ingredient cost of one week’s 
treatment (4 tablets a day)—1/7 


FRANOL. 


theophylline gr.2 
Luminal gr.1/8 
ephedrine hyd. gr.1/6 


EFFECTIVE AUXILIARY IN THE COMPLETE TREATMENT OF 


BRONGHITIS 


BAYER PRODUCTS 
Division of Winthrop Group Ltd., SURBITON-UPON-THAMES, SURREY. 
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Is symptomatic treatment 
sinful ? 





People do not usually consider themselves ill unless they have symptoms that 


cause them pain or discomfort. 


A heavy drinker, warned that his alcohol 


consumption will finally damage his liver, cannot imagine that this will 


happen to him until he begins to feel ill. 


The patient who feels fine lying at rest in bed may feel that he is better until, 


against orders, he gets up 


and discovers his doctor was right after all. 


From 


the patient’s point of view, his symptoms are his disease. 


Beyond the symptoms 


There was a time when symptomatic relief 


was all the doctor could offer a patient. One 
of the most important lines of progress in 
medicine within fairly recent years has been 
our increased ability to look beyond the 
symptoms to. their 
With the increase in this knowledge has also 
come progress in development of specific 
therapeutic agents. 
high temperature 
giving the patient an antipyretic only, nowa- 
days we also give an antibiotic to eradicate 
the infection that 
temperature. 


pathological causes 


Whereas at one time a 


would be removed by 


caused the increased 


Naughty term 


The development of more specific therapeutic 
agents has tended to create a situation in 
which symptomatic relief may be overlooked 
And to the purist the phrase may even be 
considered as a rather naughty term. But 


the specific therapeutic agents, powerful 
though they may be in reducing the progress 
of a disease mechanism, do not 
quickly provide the feeling of welibeing that 
a patient associates with good health. An 
improved X-ray plate or a lower bacterio- 
logical count may not be very convincing 
evidence of progress to the patient who still 
feels as bad as ever. 


always 


Worse before better 


Medical research is constantly evolving new 
and improved methods of bronchitis therapy, 
but even with the most advanced treatment 
it may be some weeks before the patient 
actually feels some symptomatic benefit 
Tnis is the reason for the use of a drug such 
as Franol in the treatment of bronchitis. 
Franol carries out the simple but important 
function of dilating the bronchioles and 
reducing mucous congestion, thus making 
the patient fee/ better as he gets better 


Clinical efficacy 

The acute bronchitic patient needs this kind 
of relief as quickly as possible and the 
chronic bronchitic patient may require this 
relief continually. In providing this benefit, 
Franol may carry out the important function 
of ensuring the patient’s co-operation during 
his often lengthy treatment. Franol is ideally 
suited for symptomatic treatment in terms of 
economical prescribing as well as in clinical 
efficacy. A week’s treatment with Franol, 
4 tablets daily, costs only Is. 7d. 

Not the least of the advantages of Franol is 
that it helps to give the patient unbroken 
rest at night. Besides helping to maintain the 
patient’s general health and hence his 
resistance to attacks, this effect of Franol 
means that the doctor, too, is more likely to 
have a good night’s sleep, undisturbed by 
calls to his bronchitic or asthmatic patients. 
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and congestion... 


Benylin Expectorant 


A palatable, raspberry-flavoured syrup containing 
BENADRYL* (diphenhydramine hydrochloride, B.P.), 
BENYLIN EXPECTORANT* is effective not only in controlling 
unbeneficial cough, but also in alleviating congestion 

due to colds, bronchitis and other irritative conditions 

of the upper respiratory tract. 

antispasmodic + decongestant - demuicent 

Supplied in bottles of 4, 16 & 80 fl. ozs. 


AH PARKE-DAVIS 
se “Trade Mark 


PARKE-DAVIS & COMPANY, Inc. U.S.A. Liability Lid, HOUNSLOW, MIDDLESEX. Te_. HOUNSLow 2361 
wes 
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GEES BEECHAM RESEARCH LABORATORIES have pleasure in announc- 
ing Celbenin—the first non-toxic antibiotic effective 
against all resistant staphylococci. 


Celbenin is bactericidal to all strains of staphylococci 
irrespective of their resistance to penicillin or any other 
antibiotic. Clinical results show that the problem of resis- 
tant staphylococcal infection can be overcome with 
Celbenin. 


* effective against all resistant staphylococci 
* non-toxic 

* bactericidal in action 

# no cross-resistance with other antibiotics 
* resistance unlikely to develop 


Celbenin is chemically: Sodium 6—(2,6—dimethoxybenz- 
amido)penicillanate monohydrate. 


ADMINISTRATION 
Celbenin is given by intramuscular injection. 


AVAILABILITY 


Celbenin is presented as 1 gramme vials, in cartons of 5, 
25, and 100. 


CELBENIN sev 1241 


REGD. TRADE MARK 


DEVELOPED BY 

*% 
be 
iad 


BEECHAM RESEARCH LABORATORIES LTD ~ 


BRENTFORD - ENGLAND - TELEPHONE: ISLEWORTH 4111 ¢ 


a 
a 
s ~ 
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when 
a 
‘wait’ 
becomes 
a 
‘congestion’ 








When winter returns, you can expect a throng 
of people in your surgery with ‘cold spell’ 
symptoms... and noses fit for KARVOL. 
Soothing decongestant KARVOL is the 
simplest, most effective treatment for upper 
respiratory tract congestion. It is easily 
expressed into hot water or on to handkerchief, 
pyjamas or pillow without fear of staining. 
The handy, one-dose KARVOL capsules fit 
easily into pocket or handbag... provide 
instant relief anywhere, night or day. 


In bottles of 10 capsules 


é Each capsule contains: 
Menthol 7:9% Chlorobutol 6-6% 
5 Oil of Cinnamon 2-7% Oil of Pine 18-8% 


Terpineol 148% Chlorothymol 0-7% 


é INHALANT CAPSULES Basic NHS cost: 10 capsules, 104d. 


THE GROOKES LABORATORIES LIMITED PARK ROYAL LONDON NW10 (#) 





a new 
Predsol 
preparation 









Predsol Injection meets the need for an 

injectable corticoid ready prepared for 

instant use in emergency. Itisan aqueous 

solution of water-soluble prednisolone ee 

that is stable in solution and needs no 

dilution or re-constitution. Weight for 

weight it is more active than the hydro- 

cortisone preparations which it N | 
supersedes. 

Predsol Injection given intravenously, - 
intramuscularly or with blood trans- : 

fusion, is very effective for the emergency UJ Se if 
treatment of severe shock, acute adrenal 

crises, and all other conditions where : 

intravenous hydrocortisone was 

employed. Each ml provides 20 mg pred- e Mm e rge ql Cy 
nisolone (as the disodium—21—phosphate) 

in buffered solution. 


~ 


Available in 1 ml. ampoules, 


singly or in bores of 6 
BRITISH MADE ena GLAXG 


@LAXO LABORATORIES LIMITED 








Hygroton*Geigy provides continuing 
therapeutic control 
of oedema without 

physiological stress 


Hygroton is available in in tablets containing 
gg rm pte 





ANNOUNCEMENTS 


TWO SYMPTOMS 
ONE CONDITION 


elin 


: Takes effect in 1-3 days 


now available 





Sound sleep ...fresh awakening. 


2 ® Medomin presents the surety of hypnosis 
Medomin through the barbituric acid nucieus. One 
tablet taken {—1 hour before retiring will 
give 6~—8 hours natural sieep. Because 
of the rapid breakdown and elimination of 
= this barbiturate there is a fresh awakening 
eigy with no clouding of the mind. Medomin thus 
represents a genuine advance in hypnotic 
therapy. its action is positive and yet so 
smooth and free from side effects that 

it may safely be given to children. 


*209 patient-nights on Medomin and 79 
patient-nights on butobarbitone are re- 
ported on. Results tell strongly in favour of 
Medomin (91 per cent very good response 
muon a oy ee as compared to &8 per cent with control 
before retiring. sedative). Out of the 209 there were only 
oe two cases of “ hangover-tike ” symptoms.’ 


mg 
Heptabarbitone Med. Press, 243, 131 (1960). 


Containers of 10, Geigy Pharmaceutical Company Ltd. 
100, 1000 Wythenshawe, Manchester 23 


PH. 178 











Powerful oral progestogen . . . 
. . wt. for wt. at least as potent 
as intramuscular progesterone... . 


. . Many times more active and 
“. , . Cheaper to use than ethisterone. . 


the 
potent 
oral 


















































The Medihaler ee 
in bronchial asthma 








nothing is simpler—nothing more effective 


for rapid relief in bronchial asthma 


Medihaler Iso * 0.08 mg. isoprenaline sulphate per 
dose. 

Medihaler |so* Forte 0.4 mg. isoprenaline sulphate per 
dose. 

Medihaler Epi * 0.28 mg. adrenaline bitartrate per 
dose. 


MEDIHALER* TREATMENT COSTS LESS THAN jd. PER DOSE 


y * Registered trade marks 
( RIKER RIKER LABORATORIES LIMITED 


Loughborough - Leicestershire 
at 
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it take 
Dimyri 








to control 
4 cough 
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30°. more 

effective than 

codeine 

no constipation no drowsiness 
no addiction no side-effects 
Dimyril controls cough associated with 
asthma, acute and chronic bronchitis; 
influenza, emphysema. 

respiratory tract infection, bronchiectasiss 
postoperative irritation, 
“smokers cough’ 


DIMYRIL 

is suitable 

for patients 
of all ages 


DIMYRIL a single new 
compound that controls cough 
m a new type of antitussive, 
rlated to the existing 
tamine compounds 
ciple 1s a single 
d t acts on the 
rugt ntre the brain stem 
DIMYRIL causes no side-effects 
acts specifically against 
and 1s free from undesirable 
reactions and side-effects 
Active principle 
“er contains »-dimethylamino- 
vl--phenylvaleronitrile 


Presentations and Basic 

N.H.S. Cost 

2 fl. oz. (56.8 ml.) bottle 

Basic N.H.S. Cost 2 5. 

4 fi. oz. (113.6 ml.) bottle: 

Basic N.H.S. Cost 4 2. 

Each teaspoonful (3.55 ml.) contains 
40 mg. y-dimethylamino-z-isopropyl- 
2-phenvlvaleronitrile citrate. 


ns) 
Genatosan Ltd 


Loughborough Leicestershire 
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A rational 
procedure 


WHEN PRESCRIBING ELASTIC HOSIERY : 


ALL AVERAGE CASES 


Generally preferred Thigh Stockings, 
for Women FlJastic Yarn, Scholl. 
(virtually invisible under usual hose) 





Generally preferred Below-knee Stockings, 
forMen FElastic Yarn, Scholl. 
(non-slip without suspenders) 


EARLY VARICES 


Thigh Stockings, 
Nylastik, Scholl. 
For Women ( Full-footed) 





These lightweight nylon elastic 
stockings provide a degree of 
support which is entirely adequate 
in many cases of early varices, 
and in pregnancy. 


The name S choll ensures 
support, fit and comfort 


PRESCRIBABLE ON N.H.S. 


THE SCHOLL MFG. CO. LTD., 182-204, ST. JOHN STREET, LONDON, E.C.!I 





ANNOUNCEMENTS 

















“Every atorm 
hath hia 
calm” 


When conditions’ of stress aggravate peptic ulcer and 
hyperacidity, the intragastric milk-alkali drip therapy 
provided by Nulacin tablets offers both patient and 
doctor a safe, pleasingly simple, and effective treatment. 
Nulacin is the Horlicks pharmaceutical which has 
“revolutionized the treatment of duodenal ulcer.”* 


* Proc. Roy. Soc. Med., December 1958, 51, 1063 HORLICKS LIMITED, PHARMACEUTICAL DIVISION, SLOUGH, BUCKS 
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“Who keeps coughing?” 


¢7 J °HORPAX’ will be found invaluable 

Ti all conditions where alleviation 
of cough is desirable; it is particularly 
suitable for the symptomatic treatment 
of infections of the upper respiratory 


tract and for coughs 
origin. 

Quick in action, a single dose gives 
almost immediate relief and is effective 
for up to five hours. “Thorpax’ is well 
tolerated by patients of all ages and does 


of an allergic 


not cause sedation, respiratory depres- 
sion, gastric disturbance or constipation. 
Being non-narcotic and non-addictive 
it is eminently suitable for long-term 
treatment. 


Thorpax syrup 


TRADE MARK 
Contains ‘Nilergex’ (isothipendyl hydroch- 
loride ) 0.036% dimethoxanate hydrochloride 
0.71%. 


In 3 fl. oz. bottles. Basic N.H.S. cost 2/8d. Dispensing pack of 40 fl. oz. also available. 


IMPERIAL 
Ph. 975 


CHEMICAL INDUSTRIES LIMITED 


PHARMACEUTICALS DIVISION 
WILMSLOW CHESHIRE 
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“Who keeps coughing?” 


¢ HORPAX’ will be found invaluabl 
I in all conditions where alleviation 


of cough is desirabl particularly 
suitable for the symptomatic treatment 
er respiratory 
an allergic 
origin 
Quick in action, a single dose give 
almost immediate relief and is effective 
for up to fiv 
tolerated by patient 


t cause sedation, respiratory depres- 
ion, gastric disturbance or constipation 
Being non-narcotic and non-addictive 
it mit suitable for long-term 


treatment 


Thorpax syrup 


t \ ro 
( | iin Nillergex 


isothipendyl hydroch 
thoxanate hydrochloride 
a!so available 


DIVISION 
CHESHIRE 
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for 
asthmatics 


chronic | 
bronchitics 


asthmatic 
children 


TEDRAL (piain) 
for daytime use — 
1 tablet every four hours. 


TEDRAL (enteric-coated) 
1 enteric-coated tablet and 
1 plain tablet on retiring ensure 


night-long protection against attacks 


TEDRAL Suspension 
pleasant tasting, and particularly 
suitable for children. 


Each tablet has three 
active constituents. 


1. lo reduce congestion — 

ephedrine hydrochloride (igr.) 

2. to relieve constriction — 
theophylline (2gr.) 

3. to counteract central stimulation — 
phenobarbitone (igr.) 


Suspension 
Each teaspoonful (5m!.) contains 
the equivalent of 4 Tedral tablet 


Tedral 


WILLIAM R WARNER & CO LTD 
EASTLEIGH HAMPSHIRE 


ringworm infections 
Simple and severe respond to 


Grisevin 





the ORAL a ae 
antibiotic that 

acts the length 

and breadth 

of the body 


Grisovin given orally exerts its 


activity systemically and endows 
newly formed keratin with the power 
to resist fungal attack. Even severe 
and long-standing infections respond 
well, and improvement can often be 
noted in glabrous skin within seven 
days. This remarkable and consistent 
activity against dermatcphyte 
infections of the skin, hair and nails 
is obtained with a low incidence 


of side effects. 


the ORAL antibiotic 
born and bred in Britain 


Bottles of 100 and 1,000 tablets each 


containing 250 mg griseofulvin 


GLAXO LABORATORIES LIMITED 
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ey OIL =) OFShY 
Spansule 
phenobarbitone 


the drug of choice in the most effective and convenient dosage form 


SMITH KLINE & FRENCH LABORATORIES LTD 
Welwyn Garden City, Herts 


FORFAULA: Each phenobarbitone ‘Spansule’ capsule contains gr. 1 or gr. 14 phenobarbitone, 
according to strength 


‘Spansu/e’* is @ trade mark *Brit. Pat. No. 742007 SP: PA80(col) 
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Bendrofluazide is the latest and most potent oral diuretic. It is 
the safest diuretic known. Discovered and developed in the 
laboratories of Leo Pharmaceuticals Lid., Denmark, it is now 


available in Britain as CENTYL. 


CENTYL is effective in once-a-day dosage of 2.5 to 10 mg. It is 
the diuretic of choice ; the original bendrofluazide. Centy! 1s 
andicated whenever diuresis is required 


~ 


€ : 
-y Leo Laboratories 


KENSINGTON 


Centy! is the original bendrofiuazide 


Presentations and basic NHS costs 

Centy! is available in tablets containing 2.5 and 5 mg. 
bendrofluazide. Containers of 25, 100 and 500. The, average 
cost to the NHS of Centyl treatment per patient ranges from 
8d. to about 2/- a week 


Ltd 


HIGH STREET LONDON WS8 


LE46 





"Gets. 
fh eeattile the tract! 
awe aie: 














ROBITUSSIN" 














FORMULA: p ‘ 
Each 5 ml. (teaspoonful) GLYCERYL GUAIACOLATE — the 
contains primary ingredient in Robitussin 
Glyceryl Guaiacolate 100 mg is the mest effective of all 
(in a palatable syrup) ) _ ly 1 “expectorants.” 
Squill * ae 
Thymol? 0°, 
Potassium Guaiacolsulfonate'| 0°, 
a . i iL + 
t) 20 0 0 80 100 129 140 160 180 
PERCENTAGE OF INCREASE IN (RESPIRATORY TRACT FLUID) 



































ohcte, 


ROBITUS \ | N © antitussive Expectorant x. 


Samples and literature will be sent on request A. H. ROBINS CO., LTD. 5 FENCHURCH ST. LONDON, E.C.3. 
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New simplified treatment 
for threadworm infestation— 


VANQUIN 


SUSPENSION 


effective single-dose therapy 


VANQUIN® sUSPENSION is available as a pleasant- 


tasting, strawberry-flavoured liquid, containing 
the equivalent of 10 mg. base per ml., in 1 oz. 
and 16 oz. bottles 

+ Suspension of 6-dimethylamino-2-[2-( 2,5-dimethyl-1- 
phenyl-3-pyrryl ) vinyl]- 1-methylquinolinium embonate 


* TRADE MARK 


PA RKE DAV! S PARKE, DAVIS & COMPANY * HOUNSLOW * MIDDLESEX * TEL: HOUNSLOW 261 
Inc. USA Liability Lid 


WPS-1094 
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Responsibility... 





“Tt is the responsibility of pharmaceutical manu- 
facturers to provide evidence that semi-synthetic 
otal progestins do not exhibit androgenic activity 
in the fetus of pregnant experimental animals 
before these preparations are released for general 


use. 
(J. Clin. Endocrinol., 1959, 19, 1369) 


GESTANIN 


the safe oral progestogen 


GESTANIN has all the basic properties of a true 
oral progestogen. It develops a fully secretory 
endometrium and maintains pregnancy without 
masculinisation in female infants or virilisation 


in the mothers. 


INDICATIONS 

Functional uterine bleeding. 
Premenstrua! tension. 

Habitual and threatened abortion 


PACKS 
Tablets containing 5 mg. allylestrenol 
Bottles of 30 and 100, 


ORGANON LABORATORIES LTD. 


BRETTENHAM HOUSE, LANCASTER PLACE, LONDON, W.C.2, 
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ISO-BRONGHISAN 


DOUBLE ACTION TABLETS 


Each tablet contains lsopropyl-Nor-Adrenaline (lsoprena- 
line) sulphate gr. 4 (15 mgm). Ephedrine hydrochlor. gr. # 
(25 mgm). Theophylline gr. 2(130 mgm). Packs of 20's and 100’s. 


Samples and literature available on request to 


SILTEN LTD: SILTEN HOUSE « HATFIELD - HERTS 
Hatfield 3012 
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GASTRIC ACID 
SECRETION 
BACK TO 
NORMAL 


REGD. TRADE MARK 


NACTON GIVES RELIEF FROM PAIN IN 
PEPTIC ULCER AND HYPERACIDITY 


* 50%—75% reduction of gastric acid secretion 
* Activity prolonged for as much as 8 hours 
* Selective action 

* No disturbing side effects 


Each Nacton tablet contains 2 mg. of (1-methy!-2- 
pyrrolidy!) methyl benzilate methylmethosulphate. 


hie NACTON is a product of British Research 


aes at BEECHAM RESEARCH Laboratories Ltd. 
@3% 
Brentford, England 
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winter 
rain 
are) 
ice 
and 
the 
common 


cold.. 


L'yzanol | 


SPRAY RELIEVES NASAL CONGESTION 


»mediate retief that lasts for hours. Prolonged pat 
Drainage from sinuses and Eustachian tube 
No rebound congestion or rhinorrhoea. No 
ting or “burn 
ed in plastic spray packs containing 15 mi. of ¢ 
JS SC n and in dropper bottles containing 15 m/ 
aqueous solution. For children - Tyzanol paediatr 
supplied in dropper bottles containing 15 rm 
aqueous solution i 
Marketed in the United K lom by 
HARVEY PHARMACEUTICALS 


Folkest 
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a rational 


approach 
to cold 
control 


@ RoIND Fe 


oe - oe 


The combination of 

*a proven orally effective sympatho- 
mimetic amine, PHENYLEPHRINE 
HYDROCHLORIDE 

*one of the most potent and best 
tolerated antihistamines, CHLOR- 
PHENIRAMINE MALEATE 

*the time-tested antipyretic, 
analgesic combination of ASPIRIN, 
PHENACETIN AND CAFFEINE 


* promptly relieves nasal congestion 
without the need for supplementary 
topical therapy 

*no rebound congestion; no mucosal 
damage 

* relieves lacrimation; alleviates 
sneezing 





Each tablet contains 

PIRITON MALEATE (chlior- 
pheniramine maleate B.P.C.) 2 mg 
PHENYLEPHRINE HCl. B.P. 10 mg 
ASPIRIN B.P. 230 mg. 
PHENACETIN B.P. 160 mg. 
CAFFEINE B.P. 30 mg. 


R 12 TABLETS FOR THE 3 DAYS TREATMENT 


Manufactured in England by 
ALLEN & HANBURYS LIMITED LONDON E2 


S$60/574/HN 
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spectrum, 
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Thymoleptic 
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Mio-Pressin a balanced combination of 
rauwolfia, protoveratrine and 
‘Dibenyline’ gradually lowers blood 
pressure and Keeps it low 


*Mio-Pressin’ and ‘ Dibenyline’ are trade marks Brit. Pat. No. 673509 


Formula: Rauwolfia serpentina (whole root) 25.0 mg.: protoveratrine 
0.2 mg. and ‘ Dibenyline’ (phenoxybenzamine hydrochloride) 5 mg 


SMITH KLINE & FRENCH LABORATORIES LTD - WELWYN GARDEN CITY - HERTS 





In Ancient Times 


Archeological research has shown 
that trepanning the skull has been 
practised for centuries. It was exten- 
sively and skilfully performed by 
Peruvian surgeons in the 7th century 
presumably, as elsewhere, for head- 
aches, melancholia, convulsions and 
for depressed fractures. 


TODAY 


ORGRAINE 


ls the treatment for 


MIGRAINE 


The effectiveness of any preparation in preventing a 
migraine attack depends almost entirely on its rapidity 
of administration and action. 

ORGRAINE tablets disintegrate rapidly to release ergoiamine 
tartrate and caffeine to relieve the headache of the vasodilator 
phase; atropine and hyoscyamine to alleviate nausea and 
vomiting; phenacetin to relieve the residual occipital pain. 


FORMULA 


Ergotamine Tartrate B.P. 


Caffeine B.P. 
Hyoscyamine 


Sulphate B.P.C. 1949 
Atropine Sulphate B.P. 


Phenacetin B.P. 


PACK 


‘ img. Strip packed in foil 
00 mg. Boxes of 10 and 100 tablets 


0-0875 mg. 
0-0125 mg. 


130 mg. 


ORGANON LABORATORIES LIMITED 


BRETTENHAM HOUSE, LANCASTER PLACE, LONDON, W.C.2 
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Ce) a dited| for confidence in contraception 
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When the patient needs tron.......4. 





In iron-deficiency anaemias, the problem of obtaining rapid 
absorption, maximum utilization and effective Hb. increase by oral 
medication without gastro-intestinal distress is readily resolved by 


the administration of Chelated Iron. 


Tablets Syrup 


(Ferrous Aminoacetate) 


Summary of Clinical Report 


“In a series of 115 patients treated with ferrous aminoacetosulphate 
(‘ plesmet ’) the incidence of gastro-intestinal symptoms was 1-7%. In view 
of its minimal toxicity and relatively low cost, it is suggested that this iron 
chelate preparation is a most effective preparation for the treatment of 
iron-deficiency anaemia by the oral route.” 


(PRACTITIONER, 1960, 184, 792.) 





Available as: 
Basic N.H.S. price. 


Tablets (containing 50 mg. Fe.) Packings of 100 2s. 8d. and 1,000 20s. od. 
Syrup (25 mg. Fe. per teaspoonful) Bottles of 2 0z. 2s. od. and 40 0z. 18s. od. 


COATE > Coorece -. 2 LID. 
ae eee) Ae 
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Combined low dosage 
antirheumatic 
Minimizes the risk of 
hormonal imbalance 


Dosage: 

Initially 2 tablets three or four times a day, reducing to a maintenance dose of 2 tablets twice 
daily or one three times daily. 

Tablets containing 50 mg phenylbutazone B.P.C. with 1.25 mg prednisone B.P. in containers of 
30, 150 and 500. 

Geigy Pharmaceutical Company Ltd., Wythenshawe, Manchester 23 








Delta-Butazolidin 
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All 
hypertensive 
patients 

can be 
treated with 








Salupres 


SOLE THERAPY for the majority of patients with mild and moderate hypertension 


BASIC THERAPY for the minority with severe and malignant hypertension 


SALUPRES 


TABLETS : Hydrochlorothiazide 12.5 mg., Reserpine 0.0625 mg., 
Potassium Chloride 572 mg. 


Average dosage: 2 tablets twice a day. Dosage range: 2-8 tablets daily. 
United Kingdom N.H.S. basic cost of 12 tablets: 2e. 5d. 


> MERCK SHARP & DOHME LIMITED, HODDESDON, HERTS 
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Dosulfin’ 


Geigy 


3 times a day control of Upper 
Respiratory Tract infections with Dosulfin 


Therapeutically effective Dosulfin 
biood levels achieved within 2 hours 
of initial administration. 


Tablets of 0.75 G containing equa! parts 
of Sulphaproxyline and Sulphamerazine 
Also available in the form of a 

10°, Suspension in Syrup. 


Adult Dosage Morning Mid-day Evening 
No. of tabiets 

Ist day 2 

2nd day 1 

3rd day 1 

4th day onwards 1 


Geigy Pharmaceutical Company Ltd., Wythenshawe, Manchester 23. 
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METATONE* is particularly valuable in getting convalescent patients back to 
full bodily vigour, after influenza and other debilitating illnesses. 

A palatable reconstructive tonic, combining appetite-promoting vitamin B, 
with strychnine and mineral glycerophosphates .. . 


Mi E Z A y ON E speeds recovery 
by rapidly restoring normal metabolic function 
PARKE-DAVIS Supplied in bottles of 8, 16 and 80 fl. ozs. 


* TRADE MARK 


ip: PARKE, DAVIS & COMPANY . HOUNSLOW . MIDDX. . TEL: HOUNSLOW 2361 
"IU Inc. USA Liability Limited 
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Favourite patient: favourite drink 


Mrs. K. The indomitable she, all quips Less than a quarter as sweet as sucrose, 
and curls. And the favourite patient's providing 126 Calories in one glass, and 
favourite drink, the one in the glassin her putting theminto the blood-stream quickly 
hand?—Lucozade, of course. It has helped those are the reasons why the doctor 
during the last few days of gastro-enteritis, too approves of... 

when appetite was poor and glycogen 


stores were low. It is helping now as the 
patient emerges into convalescence, ready O A D = 
for a light diet, eager to be up and about. U 6 Z 








NEW 


LIBRIUM 


the successor to the tranquillizers 


frees 


the patient 
from 
anxiety and 
tension 


ROCHE 


Roche Products Limited, 15 Manchester Square, London W1 





ADVANCES IN THERAPY 
ASSESSMENT OF A NEW PSYCHIATRIC DRUG 
METHAMINODIAZEPOXIDE 


METHAMINODIAZEPOXIDE, recently introduced as ‘Librium’, is a new chemical agent 
for the treatment of a wide range of emotional and psychoneurotic disorders. In 
its chemical structure (Fig. 1), methaminodiazepoxide is wholly unrelated to any 
other drug. Its chemical formula is 7-chloro-2-methylamino-5-phenyl-3H-1, 4- 
benzodiazapine-4-oxide hydrochloride. 


Fic. 1.—Structural formula of methaminodiazepoxide 


PHARMACOLOGY 


The pharmacological action of the drug has been described in two reports'*. It is 
stated that its action differs in some important aspects from that of other psycho- 
therapeutic agents. Thus, it was found that methaminodiazepoxide possessed the 
calming activity of chlorpromazine and reserpine, but without their autonomic 
blocking effects, and with no extrapyramidal side-effects. In cats methamino- 
diazepoxide was much more potent than meprobamate in its muscle-relaxant 
activity. Its anticonvulsant properties resembled those of phenobarbitone, but, in 
contrast to the latter, it did not produce hypnosis. Of all the drugs tested, meth- 
aminodiazepoxide was the only one to reduce fear and aggression in wild 
animals without changing their normal pattern of activity. 

Long-term administration of the drug to cats and dogs gave rise to no significant 
toxic effects. 


CLINICAL REPORTS 


Preliminary clinical assessment of methaminodiazepoxide was carried out in 
approximately 16,000 patients and, to date, there have been 35 publications des- 
cribing clinical trials with the drug. The consensus of opinion is that methamino- 
diazepoxide is effective, safe and versatile. 

One investigator’ commented “‘The drug reduces anxiety and agitation but does 
not cloud consciousness or impair intellectual function. My experience with its 
use in all types of anxiety, convulsive disorders, tension states, obsessive compulsive 
conditions, agitated depressions, and jitters in alcoholics indicated that methamino- 
diazepoxide is one of the most interesting drugs of its type that has been developed”’. 

The types of case in which methaminodiazepoxide treatment has proved bene- 
ficial is illustrated by the following case reports, which have been abstracted from 
published clinical papers**. 





ADVANCES IN THERAPY 


Case 1.—A 65-year-old woman with a diagnosis of involutional depression. The 
patient had strong guilt feelings relating to an extramarital indiscretion and these 
feelings had recurred each summer for a number of years. Her personal problems, 
which she was unable to forget, dated back 37 years. Her first breakdown occurred 
in 1945 at the age of 50. She was treated with ECT and further ECT was given in 
1955. Since July 1956 she had received 20 electroshock treatments. Three weeks 
after ‘Librium’ treatment was begun she showed marked improvement and at the 
end of five weeks the patient said she was fully recovered and she was discharged. 


Case 2 


symptoms. Had failed to respond to psychotherapy. Moderate improvement after 
a course of ECT but continued to be inaccessible to psychotherapy. There was 
marked and rapid response to ‘Librium’ treatment and effective psychotherapy 
became possible. 


34-year-old housewife, suffering from depression with severe anxiety 


Case 3.—46-year-old business man. Had suffered from hypertension for 10 to 
15 years. His hypertension was labile and psychogenic factors were prominent. 
He was a tense individual and drank heavily. Following ‘Librium’ treatment his 
tension was much reduced and his blood pressure fell to normal. 


Case 4.—33-year-old woman. Diagnosis: anxiety reaction with obsessive and 
phobic features. Treated in hospital with ECT and a variety of drugs, but without 
significant improvement. After treatment with “Librium there was dramatic im- 
provement and the patient was discharged. She continues maintenance treatment 
with the drug. 


Case 5.—32-year-old man. Diagnosis: obsessive compulsive. Responded to 
‘Librium’ and has continued treatment for five months. Is “more relaxed” and is 
enjoying life and his work in a way he has never before experienced. 


Case 6.—40-year-old woman who had suffered from upper abdominal dis- 
comfort for many years. Repeated clinical examinations, X-rays and laboratory 
tests had failed to reveal any abnormal findings. Response to antispasmodics, 
sedatives and tranquillizers only slight. Marked relief of symptoms with ‘Librium’. 


TOXICITY AND SIDE-EFFECTS 


In 16,000 patients treated in the course of a year there was no evidence of jaundice, 
blood dyscrasias, or liver or kidney damage. Drowsiness and ataxia were the most 
common side-effects (1-2°,, and 0°3°, respectively). These were related to the dosage 
level and usually disappeared when the dose was reduced. The lack of toxic effects 
has been demonstrated in a number of patients who have made unsuccessful suicide 
attempts with the drug. One of these patients took a dose of 1600 mg. (50 times 
the usual therapeutic dose). Although he remained untreated for a considerable 
time the patient made a full recovery. 


References 
Dis. nerv. Syst., 1960, 21, (Suppl. 3) 
J. Pharmacol., 1960, 129, 163. 
J. Amer. med. Ass., 1960, 172, 1162. 
Dis. nerv. Syst., 1960, 21, (Suppl. 3), 27 
J. Louisiana med. Soc., 1960, 112, 142. 
Dis. nerv. Syst.. 1960, 21, (Suppl. 3), 31 
Minnesota Med., 1960, 43, 463 
Dis. nerv. Syst., 1960, 21, (Suppl. 3), 40. 
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LIBRIUM 


for rapid safe control of tension 


LIBRIUM 


It covers the field of meprobamate 
It extends into the field of the phenothiazines 
It extends into the field of the sedatives 


It exerts an effect in some cases that respond to reserpine 


ROCHE 
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Solprin - Codis - Cafdis 


Contain neutral stable soluble aspirin 


IDYISSe) hon 
in water 


SOLPRIN. Dissolves in water to form a 
true solution of calcium acetylsalicylate 
(neutral soluble aspirin). 

Clinical evidence produced over a long 
period of years indicates that Solprin 
is unlikely to irritate the gastric mucosa, 
even in the massive dosage prescribed in 
rheumatic conditions. 

More rapidly absorbed, giving a quicker 
effect. 


copis. Neutral soluble aspirin with 
phenacetin and codeine phosphate. 


CAFDIS. Neutral soluble aspirin with 
phenacetin and caffeine. 


N.H.S. basic prices for 500 tablets in foil, 
which ensures protection from moisture: 


SOLPRIN 12/6 copIs25/- carpis 16/- 


Literature and clinical samples available from: 
RECKITT & SONS LIMITED, PHARMACEUTICAL DEPARTMENT, HULL, YORKSHIRE 





THIS CHILD’S 


may depend on 


the safety of 
‘Distaval’ 
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ENDOCRINOLOGY, the subject of the symposium this month, has always 
been a curious mixture of empiricism and science. Fortunately, for many 
patients, effective methods of treating quite a number of 
The endocrinological disturbances have been available long 
Symposium before the cause of the disturbance has been known. 
Indeed, even today, in several instances the cause is not 
known. Hyperthyroidism and myxedema—two of the subjects reviewed 
in the symposium—are cases in point. For both we have most efficient 
methods of treatment, but the precise etiology of both these conditions is 
still obscure. The same might also be said of diabetes mellitus. In insulin 
we have a most effective method of controlling the condition but, as Dr. 
Metz and Dr. Best, of the Banting and Best Department of Medical Research 
in Toronto, show in their brilliant introductory article on ‘Insulin and 
glucagon’, the precise modus operandi of action is far from clear. Some 
might also say that the same applied to the corticosteroids. Be that as it 
may, during the last decade they have seldom been out of the limelight. So 
prolific have been the biochemists and pharmacologists in this field that the 
ordinary clinician has often found it difficult to keep up with them and 
assess the ‘present status of corticosteroid therapy’. The other three 
articles in the symposium, those on ‘adrenal cortical hyperfunction’, 
‘disorders of the parathyroid glands’, and ‘human growth hormone’, demon- 
strate the slow but steady progress which is being achieved in our under- 
standing of the working of the ‘hormone orchestra’. 


Why it is that over 70 per cent. of the general practitioners in England and 
Wales undertake no form of postgraduate education? That is the crucial 
question facing all those concerned with the maintenance 

Postgraduate of standards of general practice in this country. Is it 
Education _ because of the novelty of the idea? Is it because a majority 
of general practitioners feel that they can keep up to date 

by their contacts with fellow-practitioners or consultants and by their 
reading? Or is it because the postgraduate courses offered to them are not 
satisfactory? No-one seems to know the answers to these questions, but 
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earlier this year the British Postgraduate Medical Federation and the 
Metropolitan and Home Counties Faculties of the College of General 
Practitioners attempted to find an answer to the final question by organizing 
a conference on “Teaching methods in formal courses for the continuing 
education of family doctors’. 

In view of the importance of the subject we are publishing as a Supple- 
ment to this issue of The Practitioner the eight opening papers read at this 
conference. The importance of these papers is enhanced by the fact that, 
with the exception of Dr. H. G. McGregor, who is adviser on postgraduate 
education to the S.E. Metropolitan Hospital Region, the contributors of 
these papers are all general practitioners. The Supplement therefore 
represents an authoritative review of what general practitioners feel they 
require if postgraduate courses are to be of any real value. The general 
opinion appeared to be that the day of the formal lecture is over and that 
at least one of the secrets of success of a postgraduate course for general 
practitioners was that the general practitioners should play an active and 
not a merely passive role. To this end, considerable enthusiasm was shown 
for the symposium. According to Dr. H. N. Levitt, who has organized 
symposia for the College of General Practitioners, ‘the symposium is 
a most admirable method of instruction and learning. The family doctor is 
brought together with the hospital specialist and teacher; the sick patient 
and his illness are discussed in a most acceptable atmosphere, to the 
improvement of the doctor, the illness and the patient’. This conference 
may not have provided the answer to the question but the proceedings, as 
outlined in our Supplement, provide a wealth of ideas which are deserving 
of the most careful attention of all concerned with this vitally important 
problem. 


Is there something about the North of England that has a particularly 
stimulating effect upon general practitioners? Such a question is evoked by 
a passage in the article on ‘Myxcedema’ in this issue— 
North and an almost inevitable association of ideas. In this 
Country G.P.s_ article it is noted that in 1869, four years before Sir 
William Gull, of Guy’s Hospital, published the first 
report of a case of myxcedema, a West Hartlepool general practitioner, Dr. 
John Byrom Bramwell, had already noted the essential features of this 
hitherto unrecognized disease. To a general practitioner therefore should 
go the credit for being the first to recognize the condition. This is 
not Dr. J. B. Bramwell’s only claim to fame. His son was Sir Byrom 
Bramwell, one of the outstanding physicians of his day, and two of his 
grandsons—Professor Edwin Bramwell and Professor J. C. Bramwell— 
acquired equal eminence in the spheres, respectively, of neurology and 
cardiology. 
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By a curious coincidence a geographically close contemporary of Dr. 
J. B. Bramwell was another general practitioner who was to achieve fame 
as one of the great surgeons of his era—Rutherford Morison, who was 
a general practitioner in West Hartlepool from 1875 to 1888. But was it 
merely coincidence? For at the same time there was in general practice in 
Burnley a young doctor by the name of James Mackenzie. From 1879 to 
1907 Mackenzie maintained his practice there before moving south to 
London to become in due course the most distinguished cardiologist of his 
time. Yet another internationally famed consultant who started life as a 
general practitioner ‘twixt Trent and Tweed’ was Norman Walker, the emi- 
nent Edinburgh dermatologist, and President of the General Medical Council, 
who was in general practice in Dalston, near Carlisle, before returning to 
Edinburgh to take up dermatology. It is not, of course, suggested that 
all- general practitioners who have achieved international fame either as 
consultants or as a result of their work, came from the North—Jenner, of 
smallpox vaccination fame, is an outstanding exception. Taken all in all, 
however, the North Country has an outstanding record in this respect— 
and one which still persists in, for example, the case of that Grand Old 
Man of the Dales—William Pickles. 


THERE are probably fewer stringent yardsticks of a man’s adaptability than 
a spell at an Antarctic station where for a year men are cut off from all 

except radio contact with the civilized world. As Philip Law, 
Antarctic the Director of the Antarctic Division of the Australian 
Loneliness Department of External Affairs, points out in a recent article 

on ‘Some Psychological Aspects of Life at an Antarctic 
Station’ (Discovery, October 1960), ‘it is the irrevocability of their exile 
which oppresses them’. ‘The main stresses are psychological and these may 
involve a variety of psychosomatic symptoms. The commonest are those 
associated with the digestive tract, such as dyspepsia and abdominal pain. 
Headaches are less common, whilst other ills are insomnia and rheumatic 
‘aches and pains’. The most commonly prescribed medicine is aspirin. 
The incidence of severe mental illness is very low—owing to the care 
with which the men are selected—but neuroses of varying degrees of 
severity are ‘fairly common’. 

Food becomes an item of ‘greatest importance’. ‘All sledging parties 
living on hard rations, dream of banquets and most expedition men talk 
of the exotic foods they will eat when they return’. As a result of his 
experience in the selection of men for thirty Antarctic expeditions, Law 
expresses the opinion that ‘sexual deprivation in the narrow sense is not 
nearly as important as many people might expect’ but ‘the lack of female 
companionship in the wider sense is felt very greatly’. Of homosexuality he 
has this to say: ‘We have had no overt cases, although some incipient 
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tendencies in a few instances have been noticed . . . Overt homosexual 
trends that are socially accepted (such as “‘mateship” or “‘buddyism”’ and 
strong sympathetic and protective behaviour) provide natural male outlets 
for homosexual instincts and play a part in decreasing the incidence of frank 
perverted behaviour’. The required attributes for successful service in 
Antarctica are love of the job, unselfishness, tolerance, optimism, character, 
guts and ‘stickability’. Such a man will ‘profit considerably in some measure 
or other from a year at an Antarctic Station’. Indeed, ‘most men, with the 
opportunity to commune in solitude with Nature in her grandest guise, 
experience moments of spiritual insight and understanding from which 
they derive some philosophical principles to guide them when they return 
to a normal existence’. 


Dip Abraham migrate to the chosen land from his native land in Ur of the 
Chaldees because his brother, Haran, had died of some chest trouble? Such 
is the intriguing hypothesis advanced by E. R. Smith in an 
Biblical interesting review of ‘Chest diseases in Biblical times’ (Brit. 7. 
Chest Dis. Chest, 1960, 54, 226). The disease may even have been 
Disease tuberculosis because, according to Smith, the climate of Assyria 
was such that it was ‘a veritable hotbed of broncho-pulmonary 
disease’, and one of the earliest authentic references to tuberculosis is to be 
found in the code of King Hammurabi around 2000 B.c., and there is also 
an ancient Babylonian invocation against consumption. At this time, 
apparently, Egypt, with its comparatively healthy climate, had little chest 
disease and no tuberculosis. 

It was 200 years after Abraham that the first known case of tuberculosis 
occurred in Egypt and this took the form of Pott’s disease. During the follow- 
ing centuries, however, chest disease began to appear; and it is referred to in 
the Edwin Smith papyrus written around 1600 B.c. The Hindus, however, 
appear to have been the first to have realized the dangers of tuberculosis. 
In his book of laws, written around 1300 B.c., Manu, the Hindu Noah, stated 
that a consumptive was unclean, and a Brahman was forbidden to marry a 
consumptive or even a girl whose ancestors had been consumptive. The 
Jews, of course, were well aware of the hazards of tuberculosis. So efficient 
were their public health regulations that, according to Smith, ‘there is no 
reference in the Bible or in fact in any of the literature of this period to any 
case of tuberculosis amongst the Hebrews and, what is more significant, 
there was no word for cough in the ancient Hebrew language’. Was this, he 
asks, ‘in accordance with the prophecy of Zechariah, who threatened the 
despoilers of Jerusalem with a plague but added that the sons of Jacob 
should not be consumed? And is it then so that the faithful Jew who hear- 
kened to the voice of the Lord his God and kept his commands and his 
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statutes earned for himself the epitaph ‘“Nec Tamen Consumebatur’’?’. 





INSULIN AND GLUCAGON 
A REVIEW 


By ROBERT METZ, M.B., B.Cu., M.S., anp 
CHARLES H. BEST, C.B.E., M.D., F.R.S. 


Banting and Best Department of Medical Research, 
University of Toronto, Canada 


EVER since 1921 successive attempts to delineate the place of insulin in the 
physiology of the mammalian organism have been characterized by marked 
shifts in emphasis as new aspects of its action have come to light. The pace 
of discovery has been accelerating in recent years, but much remains to be 
elucidated. By what mode, or modes, of action insulin brings about its 
bewildering variety of effects will not, in all probability, be known for many 
years. Neither the mechanism of its secretion from the beta-cell, nor the 
factors concerned with ‘resistance’ to the hormone are well understood. 

The discovery of glucagon, or at least of a hyperglycaemic-glycogenolytic 
contaminant of insulin, was made as long ago as 1923, but only in the last 
twelve years has interest in this substance quickened. Nevertheless, in one 
respect information concerning glucagon has outstripped that on insulin, 
in that an action of glucagon on one specific enzymatic reaction has been 
clearly demonstrated. As with insulin, however, new metabolic effects of 
glucagon have recently been discovered, and their mode of action and 
relative importance await elucidation. This review is designed to present 
a survey of the current situation with respect to both of these secretions 
of the islets of Langerhans. 


INSULIN 

Sanger’s analysis of the insulin molecule, in terms of the sequential arrange- 
ment of its constituent amino-acids, represents one of the major scientific 
achievements of recent years, but the application of this knowledge to an 
understanding of the unique biological properties of this protein awaits 
further advances in the fields of physiology and of protein chemistry. The 
insulin molecule consists of 51 amino-acid residues arranged in two chains, 
connected by disulphide linkages. Apart from a recent and as yet un- 
confirmed report to the contrary, the evidence has indicated that neither 
chain alone possesses insulin activity. The molecular weight is approxi- 
mately 6000, but whether insulin exerts its characteristic effects in the 
monomeric form is not known. Recent evidence indicates that in the blood 
it is complexed with other substances, probably basic proteins, and that 
this may also obtain in the beta-cells. It would be of the greatest interest 
to know if an insulin-protein complex in the beta-cell is split enzymatically 
before the release of free insulin. The insulin content (or, more properly, 
the extractable insulin) of the pancreas is about 2.5 units per g. of pancreas 
November 1960. Vol. 185 (593) 
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(about 200 units per pancreas in the adult) in non-diabetic subjects, and, 
on the average, somewhat less than half of this in the adult diabetic. 
Virtually no insulin can be extracted from the pancreas in cases of 
established juvenile diabetes. 


SECRETION AND DEGRADATION OF INSULIN 

A large body of work over a period of more than thirty years has established 
that the blood sugar exerts a controlling influence on the rate of secretion 
of insulin into the blood. It has recently been shown in the dog that insulin 
output from the pancreas is a continuous function of the blood-glucose 
concentration, this mechanism probably serving as a negative feed-back 
arrangement, contributing to the regulation of the blood-sugar level. The 
dog pancreas appears to have an enormous capacity to vary the output of 
insulin. Insulin secretion virtually ceases during hypoglycemia, and in 
severe hyperglycemia is estimated to be as high as 160 milliunits per 
minute, or almost 10 units per hour from the pancreas as a whole. Both 
clinical and experimental evidence indicates that galactose may also provoke 
the secretion of extra insulin, and even the pentose, d-ribose, may do so. 
This has led to the suggestion that the secretion of insulin is stimulated by 
sugars the utilization of which is influenced in turn by the hormone. 

In recent years interest has centred on other substances which may 
stimulate insulin secretion. Chief among these are the suiphonylurea com- 
pounds. There is general agreement that probably the most important action 
of these drugs is to stimulate insulin secretion, both from the normal 
pancreas and, in a proportion of cases, from the diabetic pancreas, which 
presumably does not respond to glucose in a normal manner. Another field 
of unusual interest has opened up with the discovery that in a large per- 
centage of cases of idiopathic hypoglycaemia in infants, the hypoglycemic 
episodes follow the ingestion of foods containing the amino-acid, /-leucine, 
and there is a recent report of an increase in blood insulin following leucine 
administration in these patients. Equally fascinating are the reports of 
patients with islet-cell adenomas exhibiting leucine sensitivity. The pituitary 
growth hormone also appears to stimulate insulin secretion in some species. 

Insulin degradation in the tissues is apparently brought about mainly 
by the action of insulinase, a relatively specific enzyme which is found in 
highest concentration in liver, kidney, muscle, and, interestingly enough, 
in placenta. There is, however, no evidence as yet of any diseased state 
arising from alterations in insulinase activity. 


METABOLIC EFFECTS OF INSULIN 
The research on insulin in recent years has largely been concerned with the 
attempt to track down its manifold physiological properties to its effects 
on isolated tissues, and to the cellular and subcellular elements thereof. 
The mechanism by which the classic physiological effect on the blood sugar 
is brought about has not yet been completely elucidated. Experiments 
utilizing a great diversity of techniques have led to conflicting conclusions 
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about the relative importance of the uptake of glucose by the peripheral 
tissues and of the suppression of glucose output by the liver. Recent work 
in our laboratories by Wrenshall and Hetenyi, using a method of successive 
injections of labelled glucose for the study of transfer rates, has clarified 
the respective roles of the liver and extra-hepatic tissues in the production 
of insulin hypoglycemia. They found that after insulin administration in 
the dog, hepatic glucose output was transiently reduced, increasing sub- 
sequently to higher than normal as the blood sugar fell to low levels, while 
the over-all glucose uptake by the extra-hepatic tissues increased greatly. 
The fact that endogenous insulin is secreted into the portal vein, in contra- 
distinction to injected insulin which first enters the systemic circulation, 
may be significant in this regard. Madison and his colleagues (1958) have 
presented evidence indicating that the intraportal administration of insulin 
results in a proportionately greater hepatic effect than does systemic 
administration. If these quantitative differences are physiologically im- 
portant, the replacement therapy of diabetes with injected insulin may 
provide the appropriate substance by an inappropriate route. When 
referring to exogenous insulin as the appropriate replacement for the 
endogenous hormone, it should be borne in mind that there are immuno- 
logical differences between the insulins of different species, and insulin 
antibodies may modify the action of the exogenous hormone. Further- 
more, the rate of entry of administered insulin into the blood stream does 
not vary with fluctuations in the blood-sugar level. 

Insulin has several ‘target organs’ and more than one effect in some of 
them. Table 1 lists most of the known effects on isolated mammalian tissues. 
Whether these apparently diverse effects, on different effector organs, are 
dependent upon a single mechanism of action is not known. As yet we do 
not even have a really satisfactory unified theory of insulin action, although 
many stimulating speculations have been published. It is generally accepted 
that there has been no convincing demonstration of an action of insulin 
on a specific enzymatic reaction in a cell-free system. There is abundant 
evidence that insulin enhances the passage of glucose and certain other 
substances into the cell, and it appears to do so by altering the permeability 
of the cell membrane to these substances. The recent demonstration, by 
means of the electron microscope, that insulin stimulates pinocytosis in the 
adipose tissue cell, provides direct evidence of an insulin-induced morpho- 
logical change in the membrane. Another finding implicating this structure 
as a site of action is the increase in the trans-membrane potential in the 
muscle cell in the presence of insulin. This hyperpolarization of muscle; 
which occurs even in the absence of glucose, seems to be the cause, and not 
the effect, of the increased potassium uptake under the influence of insulin. 

The fact that insulin affects cellular transport, probably by a direct action 
on the cell membrane, occupies a central place in present-day theories of 
its mode of action. Nevertheless, it seems unlikely from the available 
evidence that all its effects on protein and fat metabolism are entirely due 
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to an effect on cellular transport. Indeed, Chain (1959) has presented 
evidence to suggest that the permeability theory is inadequate to explain 
all the effects on the metabolism of even glucose itself. It is possible, how- 
ever, as has been suggested, that a sort of chain reaction of molecular 
rearrangement in the interior of the cell might be set off by changes in the 





Tissue Insulin effect 


Striated (a) Accelerates glucose uptake and the uptake of certain other sugars. 
muscle (b) Increases glycogen and oligosaccharide formation, the oxidation of 
glucose and the incorporation of glucose into glucose-peptide com- 
plexes. 
(c) Accelerates amino-acid uptake, even in the absence of glucose. 
(d) Stimulates the incorporation of amino-acids into muscle protein. 
(e) Increases resting membrane potential. 
(f) Accelerates K* and PO4 uptake. 


Adipose (a) Accelerates the uptake and utilization of glucose, and, to a lesser extent, 
tissue of mannose and fructose. 
(b) Stimulates lipogenesis and glycerol formation from glucose, and from 
acetate and pyruvate in the presence of glucose. 
(c) Stimulates the oxidation of glucose, particularly via the direct pentose- 
phosphate oxidative pathway. 
(d) Promotes the uptake of fatty acids. 
(e) Inhibits the release of fatty acids. 
(f) Stimulates pinocytosis (the engulfing by the cell of a liquid droplet 
enclosed in an envelope derived from the cell membrane). 
Comment.—The effects of insulin on muscle and adipose tissue appear 
rapidly in vitro. The ability of adipose tissue to synthesize fat is com- 
pletely dependent upon the presence of insulin. 


(a) Reduces glucose output in vivo. 

(b) Addition of insulin to normal rat liver in vitro stimulates the formation 
of fatty acids from acetate in the presence of glucose. 

(c) Addition of insulin in vitro does not correct the abnormally low net 
glucose uptake, glycogen, or the fat and protein synthesis in liver 
slices from diabetic animals, but injection of insulin into the animal 
several hours before sacrifice does correct these abnormalities. 

(d) Previous injection of insulin into the rat enhances the incorporation 
of amino-acids into protein by hepatic-cell ribosomes (microsomal 
particles) in vttro. 


Other (a) Stimulates fat synthesis in lactating mammary gland in some species. 
tissues (b) Accelerates glucose transport into white, but not red, blood cells. 

(c) Accelerates glucose transport through the lens. 

(d) The synthesis of mucopolysaccharides in connective tissue of skin is 
depressed in diabetic animals, and this defect is corrected by insulin 
treatment. 

(e) Glucose (and galactose) uptake by brain and spinal cord is probably 
not affected by insulin 

(f) Glucose transport in gut and kidney is apparently independent of 
insulin. 

(zg) The growth of various tissues in culture is stimulated by insulin in the 
culture medium 

















Tasie I.—Effects of insulin on mammalian tissues. 


membrane. Certainly the findings of Korner (1960), in a series of very fine 
experiments, that the previous injection of insulin in the rat promotes the 
incorporation of amino-acids into protein in isolated hepatic-cell micro- 
somes, would seem to demand an explanation other than an effect purely 
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on the cell membrane. It has been shown by others that the intravenous 
administration of I'3'-labelled insulin is followed by fixation of the labelled 
insulin to various subcellular fractions in the liver cell, particularly the 
microsomes and mitochondria. It is possible that these are sites of insulin 
degradation, but an action of insulin on subcellular particles seems probable. 

The metabolic abnormalities of liver slices from a diabetic animal are 
largely corrected by the previous injection of insulin into the animal, but 
not by the addition of insulin to the slices in vitro. This discrepancy remains 
an unsolved problem. It may be seen from table 1, however, that much 
progress has been made towards uncovering the intimate metabolic responses 
to insulin that are responsible for its major physiological effects; namely, 
the acute reduction of the blood levels of glucose, fatty-acids, amino-acids, 
potassium and phosphorus, and the long-term preservation of the fat 
depots, of liver glycogen and of a positive nitrogen balance. The stimulation 
of amino-acid incorporation into microsomal protein (which, in all proba- 
bility, reflects an increased net synthesis of protein) may go a long way 
towards explaining the role of insulin as a growth hormone. 


INSULIN ASSAYS 
A major field of interest during the past decade has been the development 
and application of im vitro techniques for estimating the insulin content of 
blood. The use of the isolated rat diaphragm for the bio-assay of insulin 
grew out of attempts to demonstrate an action of insulin in vitro. In 1941, 
Gemmill and Hamman reported that insulin accelerates the disappearance 
of glucose from the medium in which the diaphragm is incubated. Gemmill 
had previously shown that glycogen formation in this tissue is stimulated 
in the presence of insulin. These phenomena were subsequently adapted 
by others for an assay method when it was shown that there is a pro- 
portionality between the concentration of insulin in the medium and the 
magnitude of the biological effect. The rat diaphragm method is sensitive 
and probably specific when applied to undiluted plasma, but it is not very 
precise, and the result of any assay is only likely to be correct within half 
and twice the actual value. In the last few years several workers have used 
the epididymal fat pad of the rat as the insulin-responsive tissue. This 
method would seem to provide a more sensitive and convenient, and possibly 
more accurate, assay procedure, but doubts about its specificity remain. 
Obviously the bio-assay procedure can measure only the biologically 
active insulin in the plasma, unless steps can be taken to inactivate the 
insulin inhibitors which may be present. The new immunochemical assay 
technique of Berson and Yalow promises an answer to this problem. Their 
method, which employs insulin antibody and I'?'-labelled insulin, appears 
to provide an exquisitely sensitive, highly accurate and practicable procedure 
for assaying the total insulin content of plasma. For proper evaluation of 
the plasma insulin in the diabetic patient, both bio-assay and immuno- 
assay should probably be employed, the former for estimating the effective, 
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and the latter for estimating the actual, concentration. The simultaneous 
use of the two methods would thus permit an estimation of the insulin 
inhibitors present in the plasma. It may well be that the methods developed 
for assaying insulin will find their most important application in the 
estimation of the various circulating insulin antagonists present in different 
pathological and physiological conditions. It has been suggested that an 
understanding of the role of inhibitors of insulin action may provide the 
key to the problem of the retinal, renal and vascular complications of 
diabetes. 
GLUCAGON 

Several observations reported during the two decades following the dis- 
covery of insulin had indicated the presence in insulin preparations of a 
hyperglycemic-glycogenolytic factor, to which Murlin, in 1923, applied 
the name glucagon. During the foilowing twenty-five years interest in 
glucagon was kept alive mainly by Biirger. In 1948, Sutherland and his 
colleagues extracted this material in partially purified form, and a few years 
later a group at the Lilly Research Laboratories were able to crystallize it, 
and subsequently to determine its amino-acid sequence. Glucagon is a 
polypeptide of 29 amino-acid residues (including methionine and tryptophan 
which are not present in insulin) arranged in a single chain, and having a 
molecular weight of about 3,500. Present-day American and Canadian 
commercial preparations of insulin contain less than 0.5 per cent. glucagon, 
whilst Danish and British preparations are virtually glucagon free. 


ORIGIN, SECRETION, AND DEGRADATION OF GLUCAGON 
The available evidence overwhelmingly favours the alpha-cell of the islet 
of Langerhans as the prime, if not the only, site of production. The evidence 
for other sites of origin is controversial. It is generally accepted that 
glucagon is a hormone, although strict criteria require that a deficiency 
state be demonstrable in the absence of a substance so defined. Unequivocal 
evidence of glucagon deficiency has not been obtained, although a few cases 
have been reported of familial hypoglycaemia in infants who lack alpha-cells. 
On the other hand, a depancreatized animal or human being can be 
managed quite adequately on glucagon-free insulin; indeed the insulin 
requirements are lower following total pancreatectomy than after removal 
of go to g5 per cent. of the pancreas, and this may possibly be construed 
as indicating a glucagon ‘deficiency’. In any event it would seem that there 
are three possibilities to account for the absence of clear-cut evidence of 
deficiency: glucagon is produced in sites other than the pancreas, or it is 
dispensable because its role is only a subsidiary one, or its absence results 
in subtle changes which, although important, are not easy to detect. The 
recently developed immunochemical method for assaying glucagon in 
blood should make possible an investigation of its role in diabetes and in 
various other metabolic disorders, such as the Zollinger-Ellison syndrome 
and other conditions associated with non-insulin-containing adenomas of 
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the pancreatic islets. Evidence of abnormalities due to deficiency and, 
perhaps, to overproduction, may soon be forthcoming. 

It has recently been shown that the output of glucagon from the pancreas 
is increased in the presence of hypoglycaemia, the increase being rapidly 
reversed by intravenous glucose. The secretion of glucagon and of insulin 
would thus appear to be reciprocally stimulated by the blood sugar. By 
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Fic. 1.—Postulated interrelationship of the actions of glucagon and insulin on the utiliza- 
tion of carbohydrate. 
virtue of their respective effects on the blood sugar in turn, each hormone 
would tend to stimulate the secretion of the other. Obviously such an 
intimately connected system of counter-regulatory effects could provide for 
a most efficient maintenance of blood-glucose homeostasis. The evidence 
concerning the effects of other substances on glucagon output is incon- 
clusive. The sulphonylureas have not been shown to suppress glucagon 
secretion. Growth hormone administration results in the appearance of a 
hyperglycemic-glycogenolytic substance in the pancreatic venous effluent, 
but studies in our laboratories suggest that this substance is not glucagon. 
Plasma-glucagon levels, as determined by the immuno-assay technique, 
were found to average about 27 mcg. per 100 ml. in fasted human subjects. 
The transient effects of an injection of glucagon are probably due to its 
rapid destruction in the blood as well as in the tissues. In the blood, 
hydrolysis of the polypeptide is probably brought about by the plasmin 
system. The nature of the tissue glucagonolytic system, found in highest 
concentration in the kidneys and liver, has not been identified. 
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METABOLIC AND PHYSIOLOGICAL EFFECTS OF GLUCAGON 
The most conspicuous result of the administration of an adequate dose of 
glucagon is a prompt rise in blood sugar, the magnitude of the effect being 
largely determined by the store of liver glycogen. In 1948, Sutherland and 
his colleagues elucidated the mechanism of this effect. They found that 
glucagon acts to bring about the conversion of liver phosphorylase from 
the inactive to the active form. This process involves the formation of a 
specific nucleoside, but not all the steps in the reaction are known. Muscle 
glycogen is uninfluenced by glucagon. The available evidence, although 
conflicting, would seem to indicate that glucagon does not influence carbo- 
hydrate metabolism in the extra-hepatic tissues, except indirectly by 
mobilizing liver-glycogen stores. This effect of glucagon in making sub- 
strate available to the tissues suggests that it may act as an adjuvant to 
insulin. The schema shown in figure 1 depicts the possible interrelation- 
ship between the action of insulin and glucagon. With every turn of the 
cycle the magnitude of the responses would decrease, and thus, as suggested 
by Anderson and his colleagues, there would be a smooth approach to 
carbohydrate depletion without the intervention of the adrenal medulla. 

In attempting to define a physiological role for glucagon, consideration 
must be given to its other known effects. Our laboratories, amongst others, 
have been interested in the effects of glucagon on protein metabolism. 
Under its influence protein catabolism is accelerated, with a consequent 
increase in urea formation and gluconeogenesis. The level of blood amino- 
acids falls, and creatine excretion is depressed, possibly because of the 
decreased availability of the necessary amino-acids for the synthesis of 
creatine. These effects of glucagon are similar to those of the glucocorticoids 
(except for an opposite effect on creatine excretion) but are not mediated 
via the adrenal glands. The addition of glucagon in vitro brings about an 
increase in urea production, both in liver slices and in the isolated perfused 
liver. The increased gluconeogenesis is probably responsible for the 
‘rebound’ of liver glycogen to above the resting level following the initial 
glycogenolysis brought about by glucagon. The mechanism of action of 
these effects on amino-acid metabolism is quite obscure at present. 

Little is known of the possible influence of glucagon on fat metabolism 
except that it is strongly ketogenic, in both man and the dog, when 
administered in large doses. Glucagon causes a fall in the fatty acids in 
blood, but this appears to be an indirect effect of hyperglycemia. An 
interesting and puzzling property of glucagon is that it produces a prompt 
and considerable increase in the metabolic rate when administered to intact 
rats in large doses. The presence of the thyroid and adrenal cortex, but not 
the adrenal medulla, is necessary for this effect, which is apparently not 
related to the glycogenolytic action of glucagon. 

Several other interesting and possibly important effects of glucagon have 
been observed in the intact animal. A severe reduction in blood flow has 
been reported to occur in the hind-quarter of the dog upon intravenous 
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administration of glucagon. On the other hand, its effect on the liver, in 
both man and the dog, is to increase blood flow, and recent studies in the dog 
indicate that this may be the case in the kidney as well. The hepatic and 
hind-quarter flow changes do not occur in the fasted animal. Neither the 
mechanism nor the physiological importance of these hemodynamic effects, 
which would tend to bring about a redistribution of cardiac output, is 
known. One other property of glucagon is its markedly depressant effect on 
appetite and on gastric motility, possibly by a direct action on the stomach. 


CLINICAL USES OF GLUCAGON 

Glucagon has proved very useful in the treatment of insulin shock. The 
advantages claimed include ease of administration, relative promptness of 
response, and little disturbance of the patient’s carbohydrate balance. The 
usual dose is about 0.2 mg. of crystalline glucagon per kg. body weight, 
administered intravenously. Care must be taken to feed the patient upon 
recovery, to prevent a possible relapse into coma. There is a report of one 
patient who suffered a severe hypotensive episode following a very large 
dose of glucagon given to relieve hypoglycemic coma. The only other 
established clinical use of glucagon is in the diagnosis of glycogen storage 
disease. Glucagon therapy does exert a favourable effect on the arthritic 
manifestations of rheumatoid arthritis, but the hyperglycemia, and the 
nausea and anorexia experienced by the patients so treated, render this 
form of therapy impracticable at present. 
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TWENTY years ago the only effective method of treating hyperthyroidism 
was to remove the greater part of the thyroid gland. Since then, both radio- 
iodine and the antithyroid drugs have been added to our resources. Each 
may be regarded as a major therapeutic advance, yet it is remarkable that 
in spite of this all three methods retain an important place in the control 
of hyperthyroidism. The problem therefore is no longer one of whether 
hyperthyroidism can be suppressed, but rather of choosing the most suit- 
able method of treatment to fit the requirements of the individual patient. 
In this choice some elements of controversy remain. 

The control of hyperthyroidism is not to be regarded as a synonym for 
cure. Until more is known of the causes of the disease we may assume that 
a remission in response to treatment may be associated with no fundamental 
change in the disorder of thyroid function, and indeed may only be an inci- 
dent in the natural history of the disease. Certain tests of iodine metabolism 
for example, are known to remain abnormal after the successful control of 


hyperthyroidism, and Ingbar et al. (1956) have shown that the metabolism 
of the thyroid hormone is abnormal after treatment as well as before, both 
in patients with hyperthyroidism, and in a proportion of their relatives who 
have never had the disease. It is surprising therefore that the treatment of 
hyperthyroidism by present methods is not followed more often than it is 
by relapse. 


CHOICE OF TREATMENT 

The choice of treatment may depend to some extent upon the resources 
available. For example, in some countries it may be expensive and incon- 
venient to make arrangements for treatment with radioiodine. In Great 
Britain the use of the isotope is restricted by technical considerations, and 
by regulations which also apply to a wide variety of radioactive isotopes. 
Unlike some branches of surgery in which special experience may not be 
so important, the decision to operate on a patient with hyperthyroidism 
must depend in part upon the familiarity of the surgeon with this tech- 
nique, particularly when adequate alternatives to surgery are available. 

In the discussion which follows I shall assume that facilities for treatment 
with radioiodine are available. There can now be few areas in this country 
so isolated that arrangements could not be made for this treatment to be 
given if it is regarded as essential. The details need not be described, since, 
if the technical resources are available, the method is simplicity itself. I 
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shall also assume that the diagnosis is firmly established. One comment is 
appropriate, however, namely the refinement of diagnosis provided in recent 
years by technological advances. This applies particularly to the use of 
radioiodine in studying inorganic and organic iodine metabolism, and also 
to the estimation of the serum protein-bound iodine concentration, which 
provides a measure of the circulating thyroid hormones, thyroxine and tri- 
iodothyronine. These methods can help by making the early diagnosis of 
hyperthyroidism more precise, so that established cases may be treated with 
confidence at an earlier stage of the disease. Furthermore, cases which might 
be diagnosed as hyperthyroid on inadequate grounds can be eliminated. 
The reliability of the results claimed for the treatment of hyperthyroidism 
may have been reduced in the past by the lack of adequate objective criteria 
of the type described. 

The methods of treatment now in use will be discussed separately, but 
there is no sharp dividing line between the clinical indications for the three 
procedures, and indeed in many cases a combination of two may be prefer- 
able to using any single method. 


CHEMOTHERAPY 
Since the antithyroid group of drugs was first introduced in 1942 some of 
the compounds used in earlier years have been discarded. At present there 
are several satisfactory preparations available, but of these only two which 
are widely accepted as suitable will be discussed, namely carbimazole and 
potassium perchlorate. Potassium perchlorate acts by inhibiting the me- 


chanism in the thyroid for collecting inorganic iodine from the very generous 
blood supply to the gland. Obviously, in the absence of a supply of iodine, 
the thyroid follicles are unable to synthesize the hormones on which the 
function of the gland depends. Carbimazole, on the other hand, acts at a 
slightly later stage of the iodine cycle in the thyroid gland by inhibiting 
the iodination of tyrosine to form mono- and di-iodotyrosine. The end- 
result of using either of these drugs is therefore similar, namely inhibition 
of thyroid hormone synthesis. With carbimazole, iodine may be concen- 
trated to a limited extent in an inorganic form in the thyroid but is not 
retained; with potassium perchlorate, iodine fails to accumulate at all 
within the gland. 

Whilst the antithyroid drugs are effective in controlling hyperthyroidism 
within a few weeks of starting treatment in almost any type of case, for a 
variety of reasons they are used as the sole method of treatment in only a 
minority of patients. When these drugs are used alone for a minimum period 
of one year, relapse not infrequently follows in a considerable proportion of 
patients, perhaps as many as 50 per cent. (Astwood, 1960; Macgregor, 
1960). The remainder may be expected to continue in remission in much 
the same way as appears to have happened before any effective treatment 
for hyperthyroidism was available (Ord and Mackenzie, 1897). Treatment 
may, of course, be more prolonged when circumstances demand, and if it 
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is extended until all evidence of thyroid enlargement has disappeared the 
probability of subsequent relapse is likely to be less. While the thyroid 
remains enlarged it may be regarded as under stimulation, probably by the 
pituitary thyrotrophic hormone, but if the swelling of the gland disappears 
during treatment, we may conclude that excessive stimulation has ceased. 

The high incidence of recurrence after treatment of this type or, alterna- 
tively, the necessity for continuing treatment with antithyroid drugs for 
indefinite periods, is the main reason for following medical treatment of 
this type by surgery, or in the older patient by radioiodine. Additional 
reasons include drug sensitivity, the unreliability of some patients in taking 
drugs regularly, the personal wishes of the patient who is capable of under- 
standing the issues involved, and a pressing need for a definitive treatment 
providing rapid and complete control of the disease. Finally, the anti- 
thyroid drugs are unsuitable for treating hyperthyroidism due to large 
nodular goitres which are found more commonly in middle-aged or elderly 
thyrotoxic patients, or for unsightly goitres in young women. 


INDICATIONS FOR CHEMOTHERAPY 
The indications for using antithyroid drugs in controlling hyperthyroidism 
may be summarized as follows:— 
(1) Primary toxic goitre in patients under 45 years of age who have not 
previously needed treatment for the condition. 
(2) In all juvenile cases of hyperthyroidism, and in hyperthyroidism com- 


plicating pregnancy. 
(3) As a temporary measure in controlling hyperthyroidism before opera- 
tion, when surgical removal has been chosen as the definitive treatment. 
(4) In conjunction with radioiodine, when the severity of hyperthyroidism 
makes this imperative (see p. 608). 


CONTRAINDICATIONS TO CHEMOTHERAPY 

These include the toxic manifestations which occasionally follow their use. 
Acute sensitivity reactions with fever and vomiting may occur. Skin erup- 
tions, usually maculopapular, may be transient, or may be sufficiently severe 
to necessitate a change to another drug or another form of therapy. Agranu- 
locytosis, a rare complication of treatment with either carbimazole or 
potassium perchlorate, will require an immediate change. Penicillin should 
be given as a prophylactic against infection until the leucocyte count has 
returned to normal. Routine white-cell counts are no longer justifiable, but 
the potential importance of a sore throat, especially in the first few weeks 
after starting treatment with the antithyroid drugs, should be known to the 
patient. 

In patients with a retrosternal goitre, it may be wise to avoid the anti- 
thyroid drugs, because if further enlargement of the gland occurred in this 
situation tracheal compression might lead to serious respiratory difficulties. 
Some enlargement of the thyroid gland not infrequently follows treatment ; 
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this may be minimized by keeping the dose as low as possible, but com- 
patible with adequate control of the disease. Occasionally, especially if the 
patient is not under constant supervision, it may be appropriate to give 
thyroxine, 0.2 mg. daily, along with full maintenance doses of the anti- 
thyroid drug chosen. In this way, the degree of enlargement of the thyroid 
gland may be reduced, and the possibility of inducing hypothyroidism can 
be eliminated. 
CHOICE OF DRUG 

It is now clear that both carbimazole and potassium perchlorate are effective 
in controlling hyperthyroidism. Until recently the results with carbimazole 
were so satisfactory that most hospital departments dealing with cases of 
hyperthyroidism in any number were content to use this drug alone, and 
few attempts appear to have been made to compare it with potassium per- 
chlorate. Recently, however, Crooks and Wayne (1960) reported a clinical 
trial of this type, and came to the conclusion that potassium perchlorate 
has certain advantages to offer. Apart from a lower incidence of toxic effects, 
which in any case is small with either, the cost of potassium perchlorate is 
about one-seventh that of carbimazole. On the other hand, nausea has 
sometimes been so troublesome during treatment with potassium perchlor- 
ate as to require antacids (British Medical Fournal, 1960). At the moment 
therefore either drug may be used with confidence when treatment of this 
type is indicated. It seems likely that the low cost and the relatively few 
toxic effects of potassium perchlorate may lead to its replacing carbimazole 
on an increasing scale. 

Method of treatment.—Initial treatment with carbimazole should consist 
of 20 mg. in three daily doses. Depending upon the severity of the case, this 
should be reduced to a maintenance dose of 5 mg. thrice daily after three 
to six weeks. Unless early treatment with radioiodine or by surgery is 
planned, the drug should be given for a period of one year. During this 
time the dose may need to be adjusted to,meet a change in the response of 
the patient, and a daily dose of 5 to 30 mg. may be required. As time pro- 
gresses it should be possible to reduce the dose gradually, and at the end 
of a year the need for any further treatment should be reviewed. 

With potassium perchlorate, the initial treatment should consist of 1000 
mg. daily in four divided doses. Three to six weeks later, this may be re- 
duced to a maintenance level of 200 to 400 mg. daily in divided doses. As 
with carbimazole, adjustment in the dose may be required during the year 
for which treatment continues. 


SURGICAL TREATMENT 
As already emphasized, the choice of treatment in hyperthyroidism depends 
to some extent upon the surgical resources available. The surgical method 
has the particular advantage of providing rapid control of hyperthyroidism 
in the majority of patients, although recurrences occur in § to 10 per cent. 
of patients treated in this way. 
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Partial thyroidectomy for hyperthyroidism is chiefly indicated in patients 
under 45 years of age who have relapsed after a single adequate course of 
treatment with antithyroid drugs. In patients with an irregular or frankly 
nodular goitre, with an unduly large goitre, or when there are signs of 
retrosternal extension or respiratory obstruction, partial thyroidectomy 
should be adopted as the method of choice without attempting any pro- 
longed period of treatment with the antithyroid drugs. These drugs, how- 
ever, are particularly valuable in controlling hyperthyroidism before surgery, 
so that the patient is brought to operation in an otherwise normal physical 
and mental state. When sensitivity reactions have followed the use of anti- 
thyroid drugs in any of this younger group of patients, the surgical method 
of treatment should normally be adopted. In general, men with hyper- 
thyroidism respond less well to antithyroid drugs than women, and for this 
reason surgery would be advised more readily for men than for women. 

In patients over 45 years of age, definitive treatment with radioiodine will 
usually be preferable to operation, except in those with large irregular 
goitres, sometimes showing areas of calcification. 

Disadvantages.— There are several important disadvantages of surgery in 
hyperthyroidism. The risk cf damage to the recurrent laryngeal nerves or 
to the parathyroid glands is far from negligible. On this account a second 
operation on the thyroid should be avoided whenever possible, as it is in 
these circumstances that accidents of this type are most apt to occur. When 
relapse of hyperthyroidism occurs after partial thyroidectomy, radioiodine 
should be preferred as the definitive method of treatment at almost any age. 
Permanent hypothyroidism after partial thyroidectomy for hyperthyroidism 
occurs in about ten per cent. of patients, sometimes after an interval of 
many months or even years. The importance of this disability both after 
surgery and after radioiodine should not be minimized. Whilst in theory 
hypothyroidism is one of the easiest and most satisfactory disorders to treat 
in the whole of medicine, in practice it is often overlooked until it has pro- 
gressed to the stage of myxcedema. Unless instructed and supervised from 
time to time, some of these patients become careless and inconsistent with 
their treatment, and live on, or across, the threshold of hypothyroidism. 
This disability has serious potential implications, including an enhanced 
liability to arterial degenerative disease. 


PREPARATION FOR SURGICAL TREATMENT 
One of the most profitable uses for the antithyroid drugs has been in the 
preparation of the hyperthyroid patient for partial thyroidectomy. For this 
purpose carbimazole is suitable, and as soon as the patient is euthyroid the 
timing of the operation can be planned to suit the convenience of the hos- 
pital and the patient. At least two, and not more than three, weeks before 
the intended date of operation, carbimazole should be withdrawn, and 
potassium iodide should be given in a daily dose of 0.1 g. In most instances 
this will provide the best preparation of the thyroid gland from the sur- 
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geon’s point of view, since it reduces the vascularity of the gland, and at 
the same time will maintain control of the patient’s latent hyperthyroidism. 
The patient need only be admitted to hospital a day or two before the 
operation, and will usually be ready to leave the ward within a week or 
ten days. 
RADIOIODINE THERAPY 

Radioactive iodine in the form of I'*! has been widely used in the treatment 
of hyperthyroidism during the past fifteen years or more, and the value and 
limitations of the drug are now well defined. The possibility that the isotope 
might behave as a carcinogen has not yet been eliminated, and largely for 
this reason opinion varies considerably on the age below which radioiodine 
should be avoided as a method of treatment. Judging by the incidence of 
thyroid carcinoma in juveniles following irradiation of the neck and superior 
mediastinum for a variety of conditions, it appears that the latent period 
between irradiation and the appearance of clinical evidence of carcinoma is 
shorter in children than in adults (Blomfield et al., 1959). It is remarkable, 
however, that although I'*! has been very widely used in the treatment of 
hyperthyroidism for the past fifteen years and more, no case of thyroid 
cancer following radioiodine therapy appears to have been reported as yet. 
An age of less than 45 years is still often held to exclude radioiodine as a 
method of treatment, unless compelling reasons can be added to the indi- 
cations described later. 

Once the resources required for handling the isotope have been assembled 
the simplicity of the method commends it to the doctor and the patient 
The cost of an average dose, {£3 or less, is small when compared 
with the cost of a few days spent in hospital for a thyroidectomy. The 
possibility of dangers such as cancer, an increased mutation rate, and leu- 
kawmia (Cronkite, Moloney and Bond, 1960) may yet be shown to be more 
hypothetical than real, and the indications for radioiodine may then be 
much extended. Even if rare cases of thyroid cancer should follow radio- 
icdine therapy, it seems possible that the incidence would be small in 
contrast to the morbidity and mortality which might be avoided by substi- 
tuting I'%! for alternative methods of treatment. 

Indications for radioiodine include almost any patient over the age of 45 
years with hyperthyroidism, except a small proportion in whom surgery is 
called for on the grounds already described. Almost any patient whose 
disease recurs after partial thyroidectomy should be treated by radioactive 
iodine, and occasionally I'*! may be required to treat a patient under 45 years 
of age when the antithyroid drugs have been unsatisfactory and surgery has 
been firmly declined. 


DOSAGE OF RADIOIODINE 

The most suitable method of deciding what the dose of radioiodine should 
be is still an open question. Attempts to deliver a predicted dose of radiation 
to the thyroid involve a preliminary study of the uptake of I'*! by the 
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thyroid, as well as an estimate of the mass of thyroid tissue. The rate at 
which the isotope is discharged from the gland is not usually taken into 
account, but this, too, must obviously influence the amount of irradiation 
that the gland receives (e.g. Blomfield et al., 1959). Macgregor (1957) 
used a simple method of estimating the dose which did not depend upon 
measurement of any of the factors mentioned. With the advantage of 
considerable experience of the more elaborate method of estimating the 
dose, he obtained results comparing favourably with those achieved by 
other methods. To be successful this simple method must obviously depend 
to some extent upon an accumulation of experience by those who are to 
use it. 

When a patient has been treated with radioiodine, a period of three 
months or more should be allowed to elapse before attempting to assess 
the efficacy of a dose. More than one dose is required in approximately 
40 per cent. of patients, so that the delay in correcting hyperthyroidism 
may be very considerable; this is probably the most serious disadvantage 
of the method. Twelve per cent. or more will ultimately develop hypo- 
thyroidism (Blomfield et al., 1959; Macgregor, 1960). Severe cases of hyper- 
thyroidism to be treated with radioiodine may be brought under control 
with antithyroid drugs in the first instance. These drugs should be with- 
drawn forty-eight hours before the radioiodine is given. If there are serious 
misgivings regarding a recrudescence of hyperthyroidism before the full 
response to I'*! can be effective, treatment with antithyroid drugs may be 
resumed. When used after radioiodine, the antithyroid drugs naturally 
obscure the clinical response to irradiation. Occasionally it may be necessary 
to accept this in a severely toxic patient, and to assess the need for further 
radioiodine if relapse occurs when the antithyroid drugs are withdrawn 
(Astwood, 1960). 

Crooks and his colleagues (1960) believe that treatment with methyl- 
thiouracil may induce some degree of radio-resistance in the thyroid gland. 
This may also occur with other antithyroid drugs but need not be regarded 
as a contraindication to the use of antithyroid drugs, or to the use of radio- 
iodine thereafter. 

The previous administration of iodides may sometimes cause difficulties 
in using radioiodine. For example, when a patient has taken inorganic 
iodides, perhaps in a cough medicine, it may be some weeks after stopping 
these before the ability of the thyroid to concentrate I'*! will recover. If 
iodides have been used in an organic form, usually as contrast media in 
radiography, many months, or even several years, may elapse before the 
thyroid will recover its capacity to concentrate a dose of radioiodine. 


SOME OTHER ASPECTS OF TREATMENT 
While we remain ignorant of the fundamental nature of hyperthyroidism, 
treatment is likely to remain symptomatic. It has been suggested that the 
primary defect is in the hypothalamus. Attempts have been made to sup- 
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press the discharge of the stimuli from the hypothalamus which are believed 
to be responsible in turn for the release of excessive quantities of thyroid- 
stimulating hormone by the anterior lobe of the pituitary. Drugs such as 
reserpine have been used for this purpose (Wayne, 1960), but there is no 
convincing evidence that this is superior to a simple sedative such as pheno- 
barbitone, given in doses of 30 mg. thrice daily. 

The emotional turmoil in hyperthyroidism is often a distressing feature 
of the illness. If only to remove patients from an environment which may be 
aggravating their disability, it may sometimes be appropriate to admit them 
to hospital for a period of rest. The majority of patients, however, can be 
treated without admission to hospital and often without having to stop work. 

Patients with atrial fibrillation and even congestive heart failure due to 
hyperthyroidism are usually among the older age-groups, and radioiodine 
is particularly suited to their needs. Progressive exophthalmos complicating 
hyperthyroidism may present a considerable problem; the hyperthyroid 
component may be controlled by any of the methods described, provided 
the importance of avoiding hypothyroidism is appreciated; the surgical 
method is probably least suitable. 

A thyrotoxic crisis is now rarely seen, partly because effective methods of 
controlling hyperthyroidism are available, and particularly because patients 
treated by partial thyroidectomy are more adequately prepared for operation. 
When this unusual emergency does arise, several contributing factors are 
likely to require treatment. Hyperthyroidism should be treated initially by 
sodium iodide, if necessary intravenously. Excitement or mania should be 
controlled with chlorpromazine. Excessive loss of fluids—through the skin, 
by vomiting, or by diarrhcea—will require replacement parenterally. When 
circulatory collapse occurs or is believed to be impending, hydrocortisone 
should be given intravenously at a rate equivalent to 100 mg. in each eight 
hours. If congestive heart failure is present it should be treated on its own 
merits with digoxin and diuretics. The treatment of the hyperthyroid state 
after the emergency has passed will depend upon many factors, but at first 
will usually consist in the administration of the antithyroid drugs until the 
disorder is adequately controlled, and a final decision can then be taken on 
definitive treatment. 
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ALTHOUGH cretinism had been described by Paracelsus (1493-1541), it was 
not until the end of the nineteenth century that the possibility of an 
analogous ‘cretinoid’ condition in adults occurred to Hilton Fagge (1871). 
To Fagge’s contemporary at Guy’s Hospital, Sir William Gull, belongs 
the credit for shortly afterwards describing the first case (Gull, 1874). 
Four years later the term myxedema was coined to describe the charac- 
teristic non-pitting subcutaneous swelling, which was considered to contain 
some fifty times the normal amount of mucin (Ord, 1878). Despite criticism 
at the time and subsequently (e.g. Halliburton, 1893; Wayne, 1960), chiefly 
on the grounds that it describes only one and by no means the most con- 
stant feature, ‘myxcedema’ has become attached to the whole syndrome of 
thyroid deficiency in adults. An attempt by Osler (1898) to bestow epony- 
mous glory on Gull met with little success, nor has the more accurate but 
less euphonious ‘hypothyroidism’ supplanted the earlier term. 

Semon (1883) first discerned the relationship between myxeedema and 
the thyroid gland. His hypothesis that cretinism, myxcedema and cachexia 
strumipriva (a term used to describe a syndrome resulting from thyroid- 
ectomy) were due to one’and the same cause, namely thyroid deficiency, 
was disbelieved at first but came to be accepted after a committee appointed 
by the Clinical Society of London to study the disease published its report 
in 1888 (a document which also contained an admirable description of the 
clinical features). 

For the introduction of ‘as perfect a form of therapy as any known to 
medicine’ (Means, 1948) physicians are indebted to George R. Murray, 
Professor of Comparative Pathology at Newcastle upon Tyne. Early in 
1891, at a meeting of the Northumberland and Durham Medical Society, 
Murray outlined his idea of treating myxedema with hypodermic injections 
of an extract of sheep’s thyroid. Later the same year he was able to report 
a brilliantly successful outcome in the first case (Murray, 1891a, b). Tyne- 
side may legitimately claim another priority in the history of myxedema, 
since Sir Byrom Bramwell (1893) stated that his father, John Byrom 
Bramwell of North Shields, in 1869 pointed out to him the essential 
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features of the hitherto unrecognized disease which Gull was to describe 
four years later. The elder Bramwell, a general practitioner, unfortunately 
refrained from publishing his observations. Murray’s work was quickly 
followed up and soon afterwards thyroid preparations were found to be 
equally effective by mouth (Mackenzie, 1892; Fox, 1892). 


INCIDENCE 
No reliable estimates are available of the over-all incidence of myxaedema, 
but that it is by no means a rare disease in temperate countries is a matte! 
of common experience. In the United Kingdom, it has been thought to be 
significantly more frequent in Northern England and Scotland than in 
the South (Bramwell, 1893; Rolleston, 1936). Women, especially multi- 
pare, are affected about four times more often than men. Although the 
condition can appear at any time of life, the usual age at diagnosis is in the 
region of forty years. There is an undoubted familial association, which is 
referred to again in the following sections. 


CLASSIFICATION AND TERMINOLOGY 
Ordinary myxedema, of which the etiology is uncertain, is sometimes 
distinguished from hypothyroidism due to an identifiable cause by prefixes 
such as ‘primary’, ‘idiopathic’, ‘spontaneous’. Since the qualifications have 
little inherent meaning, it is perhaps better to group cases of the latter 
sort under the term ‘secondary hypothyroidism’, reserving ‘myxcedema’ 
for the common condition. 
PATHOLOGY 

Since the days of Murray, opportunities of studying the morbid anatomy 
of myxadema have been infrequent, so that even now points of un- 
certainty remain. 

The thyroid itself shows a variable degree of atrophy and fibrosis. 
Histological examination of the remnant has usually revealed, in addition 
to fibrotic replacement of the parenchyma, changes of chronic thyroiditis 
resembling, except in volume and intensity, those of Hashimoto’s disease. 
These consist of focal accumulations of lymphocytes and plasma cells, 
metaplasia of residual follicles and sparse, poorly staining colloid associated 
with occasional multinucleated giant cells (Bastenie, 1944; Douglass and 
Jacobson, 1957). 

Elsewhere, particularly in the skin, tongue and vocal cords, there is 
deposition of the mucoid substance after which the condition is named. 
The material, which is extracellular and associated with mast-cell pro- 
liferation, consists of acid muco-polysaccharides in combination with 
protein (Gabrilove and Ludwig, 1957). Its significance is uncertain. Because 
localized deposits of similar nature occasionally occur in hyperthyroidism 
(Trotter and Eden, 1942) but were thought to be absent when hypo- 
thyroidism was secondary to pituitary failure (Douglass and Jacobson, 
1957), the deposition was formerly attributed to the action of excess 
pituitary thyrotrophin rather than to thyroid hormone deficiency per se 








612 THE PRACTITIONER 


(Asboe-Hanson, 1954). This view seems to have been invalidated by the 
skin biopsy studies of Gabrilove and Ludwig (1957), who showed that 
deposition was quantitatively related to the duration and degree of thyroid 
deficiency irrespective of whether this was secondary to hypopituitarism. 
There are no other specific pathological features, though distension of the 
colon is often present (Bastenie, 1946). The heart is usually enlarged, with 
a significant degree of coronary arteriosclerosis. Early reports of pituitary 
enlargement (Rolleston, 1936) have not been confirmed by recent studies 
(Means, 1948; Douglass and Jacobson, 1957). 


THYROID AUTO-IMMUNITY IN PATHOGENESIS 

It now seems likely that auto-immunity to thyroglobulin and perhaps to 
other normal thyroid constituents plays an important part in the patho- 
genesis of myxedema. It has been known for a long time that thyro- 
globulin, the hormone-storing protein of colloid, is potentially antigenic 
(Portis, 1904). In 1942, Lerman observed that rabbits experimentally 
immunized against human thyroglobulin also developed antibody to rabbit 
thyroglobulin, and that such animals became slowly but progressively 
myxcedematous over the course of about six months. 

The possible relevance of these facts to human myxaedema escaped 
attention until 1956, when Roitt and his colleagues demonstrated antibody 
to thyroglobulin in sera from patients with Hashimoto’s thyroiditis, a condi- 
tion characterized by thyroid enlargement and a variable but often pro- 
gressive tendency to hypothyroidism. Further investigation revealed that 
the antibody was also usually present in myxedema, though generally in 
concentrations too low to be detected by conventional precipitation methods. 
A more sensitive technique, depending upon agglutination of thyroglobulin- 
coated tanned erythrocytes, indicated that serum levels in myxcedema 
closely approximated those in long-standing inactive ‘or surgically treated 
Hashimoto’s disease (Owen and Smart, 1958). 

These results supported earlier histological evidence of a basic unity 
between the two conditions, and raised the possibility of a hitherto un- 
suspected factor in their etiology: namely, auto-immunization to thyro- 
globulin (Doniach and Roitt, 1957). It seems probable that myxcedema and 
Hashimoto’s disease are variants of the same fundamental process, the 
difference being that in the latter the pituitary reacts to incipient deficiency 
of thyroid hormone by stimulating compensatory thyroid enlargement. 
Myxeedema, on the other hand, represents the end-result of thyroid auto- 
immunity; there has been no phase of thyromegaly, presumably because 
tissue destruction has predominated over hyperplasia. Intermediate syn- 
dromes, where the gland is firm and easily palpable, are now being 
recognized with increasing frequency (Hubble, 1959). 


ETIOLOGY 
Progressive auto-immunity to thyroglobulin and perhaps other intracellular 
thyroid components is consistent with the pathogenesis and natural history 
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of myxedema, but the fundamental problem of causation—how and why 
the process is initiated and maintained—remains unsolved. Since virus 
thyroiditis may be followed by the temporary appearance of thyroid anti- 
bodies, but rarely or never leads to progressive auto-immunity and myxce- 
dema, it seems likely that exposure to the thyroid antigens must, like an 
artificial immunization schedule, be persistent or repetitive. The nature of 
the responsible injury or defect, however, has yet to be determined. 

There is some evidence that a genetic factor may be involved. Myxaedema 
has long been known to run in families (Hun and Prudden, 1888); trans- 
mission through successive generations (Oliver, 1935) and familial incidence 
among siblings (Watney and Douthwaite, 1932) both occur, suggesting 
operation of a dominant gene. Recently, Hall and his colleagues (1960) 
found that 56 per cent. of the siblings of patients with myxedema or 
Hashimoto's disease also had thyroid auto-antibody in the circulation, 
close to the theoretical expectation of 50 per cent. for transmission as a 
dominant characteristic. Half of the affected siblings were clinically normal, 
whilst the majority of the remainder showed slight thyroid enlargement 
with well-compensated thyroid function. 

The actual lesion which provokes or allows auto-immunization has not 
yet been identified. The defect may be in the gland itself: for example, in 
the basement membrane which surrounds the follicles and which is demon- 
strably deficient in auto-immune thyroiditis (Stuart and Allan, 1958). Or 
there may be inability to break down thyroglobulin into its non-antigenic 
constituents, either because the necessary enzymes are missing or because 
of some abnormality in the thyroglobulin itself. An alternative suggestion 
is that damage to thyroid tissue results from stimulation by pituitary 
thyrotrophin. According to this hypothesis, a primary tendency to hyper- 
thyroidism is sometimes modified by immune response into the syndromes 
of chronic thyroiditis or myxcedema. Such a sequence would explain the 
well-established occurrence of cases of thyrotoxicosis and myxeedema within 
the same family, and the fact that in the absence of treatment about 10 per 
cent. of thyrotoxic patients eventually become myxcedematous. Low-titre 
thyroid antibodies can in fact be demonstrated in a proportion of cases of 
thyrotoxicosis (Roitt and Doniach, 1958; and personal observations). 


CLINICAL FEATURES AND DIAGNOSIS 
The major symptoms of thyroid hormone deficiency are mental and 
physical sluggishness, intolerance of cold, constipation, and gain in weight. 
The appearance and behaviour of the patient on examination are charac- 
teristic. Thought and movement are retarded, speech is slow and the voice 
has a hoarse, croaking quality. The skin is rough and dry, often with a 
distinct yellowish tint; peripheral cyanosis is usually evident in the lips, 
ears and extremities, and accounts for the malar flush which is part of the 
typical myxcedema facies. In the hands, Raynaud’s phenomenon may pro- 
vide further evidence of peripheral circulatory insufficiency The generalized 
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non-pitting thickening of subcutaneous tissue which gives the condition 
its name is variable in degree but is usually obvious as puffiness around the 
eyes, where it confers a characteristic ‘nephritic’ appearance. The hair is 
dry, brittle and sparse, and tends to come out easily. (Too much reliance 
should not be placed on thinning of the outer thirds of the eyebrows, 
since this is by no means uncommon in healthy women, particularly at the 
menopause). Perceptibly delayed relaxation of the tendon jerks is a charac- 
teristic and helpful sign, and one which rapidly remits with adequate 
therapy. Apart from this, and the presence of some degree of bradycardia, 
the diagnosis is little furthered by detailed systemic examination. It is a 
clinical truism that myxcedema is recognized either at fist sight or not at all. 
Whilst gross hypothyroidism rarely presents diagnostic difficulty, early, 
mild and atypical forms are not infrequently overlooked. This is partly due 
to the insidious development of the condition, which has sometimes 
resulted in a patient’s appearance being accepted as normal by the regular 
medical attendant when the diagnosis of myxcedema was obvious to a new- 
comer. Actual presentation, moreover, may fail to conform to the text- 
book pattern. Presenting features which, though not uncommon, have 
sometimes proved deceptive include: faecal impaction due to intense and 
prolonged constipation; perceptive deafness (some degree of which occurs 
in 40 per cent. of all cases); angina pectoris; and anemia of normochromic, 
iron-deficiency or (rarely) megaloblastic type. A common error is to treat 
a patient for ‘endogenous depression’ without recognizing myxeedema as 
the underlying cause, whilst psychotic manifestations (‘myxcedematous 
madness’), which can cause behaviour to be the opposite of that expected 
in myxedema—noisy, quarrelsome and even violent—have occasionally led 
to confinement in mental hospitals. It should be remembered that patients 
with myxcedema are accident-prone and may gain their first opportunity 
of expert advice in the casualty department. The condition must always 
be considered in the differential diagnosis of coma, especially when there 
is hypothermia; this complication occurs characteristically in elderly sub- 
jects living alone with inadequate protection against the cold. Occasionally, 
compression by myxcedematous tissue of the median nerve in the carpal 
tunnel leads the patient to seek advice for tingling and numbness in the 
fingers. Muscular aches and pains may be a prominent feature, especially in 
hypothyroidism following thyroidectomy or radioiodine ablation of the 
thyroid gland. Very rarely, a patient presents with stiff, aching and swollen 
muscles and is found to have signs of myotonia (Hoffman’s syndrome). 
Brief reference seems appropriate here to hypopituitarism, although this 
is not primarily a thyroid disorder. As implied by the term ‘pituitary 
myxcedema’, symptoms and signs of secondary thyroid deficiency may 
predominate. The skin, however, tends to be finer and paler than in other 
forms of hypothyroidism, subcutaneous thickening is less marked and the 
general aspect of the patient is accordingly somewhat different. Other 
endocrine deficiencies may be present; there is almost invariably amenorrhoea 
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and pubic and axillary hair is usually absent, though these features are also 
compatible with primary myxcedema. The condition may be suspected when 
the history dates from an episode of post-partum hemorrhage followed by 
failure of lactation, but to establish the diagnosis beyond doubt laboratory 
investigations are necessary, in particular radioiodine uptake studies before 
and after the injection of pituitary thyrotrophin. 


LABORATORY DIAGNOSIS 
No special test is infallible in the diagnosis of myxcedema, although there 
are several which are of considerable value. The findings of Wayne (1960), 
who has subjected these investigations to critical analysis, suggest that in 
doubtful cases the diagnostic accuracy of each is in the region of 80 per 
cent. and that no one can be considered significantly superior to the others. 

Basal metabolic rate (B.M.R.).—This is the oldest-established test of 
thyroid function. Oxygen consumption is measured with the patient in the 
resting, post-absorptive state, related to body surface area, and expressed 
as percentage deviation from normal average. The value so obtained reflects 
the energy expended to maintain the vegetative functions, such as circula- 
tion, body temperature, respiration, variations up to + 15 per cent. of the 
ideal value being accepted as normal. In complete myxeedema, figures in 
the region of —40 per cent. are usually obtained. Although a low B.M.R. 
provides useful confirmation, the value of the test is limited by several 
factors, e.g. the range of normal variation, the fact that simple determination 
of oxygen consumption is not an entirely reliable measure of metabolism and 
the difficulty in practice of ensuring truly basal conditions. The last of these 
can be to some extent overcome by the use of sedatives. 

Radioiodine uptake tests.—The limitations of the B.M.R. have led to 
more and more reliance being placed in recent years on tests employing 
radioactive iodine. These depend upon measuring the uptake by the 
thyroid gland of a small, orally administered dose of radioiodine, either 
directly by counting the radioactivity over the neck or indirectly by deter- 
mining the proportion of the dose excreted in the urine. Under normal 
conditions, the rate and amount of uptake reflect the level of thyroid 
function. Thus, in myxcedema the uptake curve is flat, less than 5 per cent. 
of the administered dose having entered the gland at the end of twenty-four 
hours, as compared with the normal value of about 25 per cent. Late 
measurements of uptake—at twenty-four or forty-eight hours—are prefer- 
able for assessing hypothyroidism and are of considerable diagnostic value, 
although in a small number of cases the result may be equivocal. The test 
may be vitiated by a number of drugs in common use, for example, prepara- 
tions containing iodine, and it is important to ensure that the patient has 
not been taking any of these preceding the imvestigation. 

When the radioiodine uptake is in the hypothyroid range, a useful refine- 
ment consists in repeating the measurement after treatment with pituitary 
thyrotrophin. This does not affect the uptake in myxcedema, but results in 
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a significant increase in cases of thyroid deficiency secondary to hypo- 
pituitarism and in euthyroid patients whose thyroid function has been 
temporarily suppressed by administration of thyroid hormone. 
Protein-bound iodine (P.B.I.).—The concentration of protein-bound 
iodine in the blood is (except in very unusual circumstances) determined by 
the level of circulating thyroid hormone. It might therefore be expected 
to provide a direct and accurate means of assessing thyroid function. 
Unfortunately, estimation of the P.B.I. is difficult and tedious, and scrupu- 
lous precautions against chemical contamination are necessary to obtain 
reliable results. In centres possessing the necessary facilities, however, the 
usefulness of the method has been amply confirmed and P.B.I. values less 
than 0.004 mg./100 ml. have been shown to indicate hypothyroidism. 
Electrocardiography.—The electrocardiogram in myxcedema character- 
istically displays bradycardia, reduced voltage and flattened or inverted 
T waves. Since these changes are non-specific and difficult to distinguish 
from those of ischemic heart disease, prevalent in the same age-group, the 
electrocardiogram by itself must be accounted of limited positive value, 
although it is a useful confirmatory test, especially when serial recordings 
during specific treatment show reversion towards normal. 
Serum cholesterol.—Similar considerations apply to a raised serum- 
cholesterol level, of which there may be many explanations. 
Immunology.—Thyroid antibodies can be detected in more than 80 per 
cent. of patients with myxedema by means of the sensitive tannic-acid 
hemagglutination technique. In centres where this method is carried out, 
it has come to provide a helpful ancillary investigation, being of particular 
value in distinguishing myxedema from secondary hypothyroidism. 


TREATMENT 
Oral replacement therapy with a preparation of thyroid hormone should 
be begun as soon as the diagnosis of myxcedema is established and be con- 
tinued for the rest of the patient’s life. In essentials, the method of treat- 
ment has not altered since Murray’s day and, when properly applied and 
maintained, restores the patient to complete normality. 

Three preparations are available: dried extract of thyroid (thyroid 
tablets, B.P.); /-thyroxine, and /-triiodothyronine. Although thyroid extract 
has been the sheet-anchor of therapy for many years, it has slight dis- 
advantages in its variable potency and its tendency to deteriorate in strength, 
so that /-thyroxine, which is a stable and inexpensive preparation of the 
pure hormone, is now the drug of choice. 

The daily maintenance dose averages 0.3 mg. (equivalent to 3 grains [0.2 g.] of 
thyroid extract) but must be determined empirically for the individual patient. In 
order to minimize the risk of unmasking cardiovascular symptoms, it is usual to 
begin with a daily dose of 0.05 mg., adding increments of 0.05 mg. at weekly 
intervals until the euthyroid state is achieved. In case of doubt about the correct 
level, it is permissible to increase the dose until mild evidence of toxicity appears— 
tachycardia, palpitations or sweating—and then to reduce it slightly. 

Like thyroid extract, thyroxine has a prolonged action, and administration 
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of either substance in divided dosage, though hallowed by custom, is quite 
unnecessary: a single daily dose is preferable. In cold weather, during 
infections, during pregnancy and following surgical operations, dosage may 
need to be slightly increased. Failure to respond to 0.3 to 0.4 mg. of 
l-thyroxine daily should throw considerable doubt on the diagnosis. It may 
also be noted that in euthyroid subjects, thyroactive substances in normal 
therapeutic dosage exert little or no physiological effect, since secretion of 
endogenous thyroid hormone is thereby suppressed. 

Weight for weight, /-triiodothyronine is three to four times more potent 
than /-thyroxine, its action being shorter in duration and of more rapid onset 
(peak effect within twenty-four to forty-eight hours after administration). 
The average daily maintenance dose is therefore in the region of 0.1 mg., 
but in most circumstances there is no point in preferring it to /-thyroxine 
for routine treatment. It has a place, however, in situations in which rapid 
correction of hypothyroidism is desirable: e.g. preceding surgery, and in 
myxedema psychosis or hypothermic coma; an intravgnous preparation is 
available for use on these occasions. The syndrome of ‘non-myxeedematous 
hypometabolism’, for which triiodothyronine has been recommended, is 
now regarded by most authorities as spurious. 
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THE PRESENT STATUS 
OF CORTICOSTEROID THERAPY 


By D. FERRIMAN, D.M., M.R.C.P. 
Physician, North Middlesex Hospital 


Mucu has been written about the use of corticosteroids in disease since 
Hench and his collaborators reported on the effects of cortisone in rheu- 
matoid arthritis just over ten years ago. An attempt will be made here to 
assess some aspects of the present situation regarding this form of therapy. 


CHOICE OF COMPOUND 

The corticosteroid secreted naturally by the adrenal cortex is hydro- 
cortisone. Cortisone, a closely related compound, has similar properties and 
is cheaper. It is therefore the drug of choice in replacement therapy. When 
given in unphysiologically high doses for its anti- inflammatory effect, how- 
ever, it leads to troublesome retention of sodium and loss of potassium. 
A number of compounds related to cortisone have now been synthesized in 
which this effect on metabolites has been largely eliminated, making them 
preferable to cortisone in this form of therapy. Their names and doses 
therapeutically equivalent to 25 mg. of cortisone are as follows: prednisone 
and prednisolone 5 mg.; triamcinolone and trimethylprednisone 4 mg.; and 
dexamethasone 0.5 mg. In these doses their liability to complications is 
probably not very different, with the exception of triamcinolone; this drug 
tends to produce loss of weight rather than obesity in some patients and has 
occasionally led to myopathy. A choice between them may have to be made 
on other grounds, and the question of cost is of some relevance. Whilst a 
5-mg. tablet of prednisone and an 0.5-mg. tablet of dexamethasone cost 
around gd. each in general practice, therapeutically comparable costs of 
triamcinolone and trimethylprednisone are approximately 1s. 3d. Hospital 
prices differ slightly and favour the choice of prednisone. I have the im- 
pression that prednisone, however, is more apt than the others to produce 
dyspepsia—a troublesome complication—and the last word has probably 
not yet been written on the choice of an oral corticosteroid. 

Corticotrophin acts by releasing hydrocortisone from the adrenal cortex. 
Many physicians have a feeling that in some way it is clinically better than 
oral corticosteroids. Possibly this is because it releases additional substances 
from the adrenal cortex, including androgens, and these may antagonize the 
protein-losing effect of hydrocortisone. It has the disadvantages, however, 
of having to be given by intramuscular injection and of causing salt reten- 
tion and loss of potassium. It is, of course, valueless in adrenal replacement 
therapy. 

Fludrocortisone is a related compound in which the effect on metabolites 
has been enhanced. It substitutes well for aldosterone and is useful in 
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replacement therapy. Being given orally, it is displacing deoxycortone 
acetate in this respect. 


METHODS OF ADMINISTRATION 
The most convenient route of administration is by mouth. A variety of 
preparations is available for use by other routes in special circumstances. 

Local applications have the advantage of concentrating the drug where 
it is needed, with the reduction of complications from circulating corti- 
costeroids. Hydrocortisone lotions, ointments and sprays are available for 
skin lesions and hydrocortisone ointments and eye-drops for ocular disease. 
Finely powdered insufflations of hydrocortisone are available for diseases 
of the upper respiratory tract, and hydrocortisone pastilles for buccal 
lesions. Hydrocortisone hemisuccinate and prednisolone 21-phosphate 
preparations can be used as enemas in colonic disease; both are effective 
but the cost of prednisolone 21-phosphate is slightly higher. 

Preparations of cortisone and prednisolone 21-phosphate are available for 
intramuscular use. They are only needed in unconscious patients, when 
vomiting precludes oral use, and to produce a depot effect; their use is 
therefore short term and metabolite complications are unlikely. Cortisone 
injections, being cheaper, are preferable. It must be remembered that 
cortisone is absorbed more slowly from muscle than by mouth, and timing 
of treatment must be gauged accordingly. Long-acting preparations of 
prednisolone trimethylacetate are available for intra-articular therapy. 

Intravenous preparations are available for emergency use. Hydrocortisone 
hemisuccinate and prednisolone 21-phosphate, being water soluble, can be 
given by immediate injection. They can also be given by slow infusion, 
although I have the impression that they are then less effective than hydro- 
cortisone free alcohol, possibly due to more rapid renal excretion. These 
preparations have superseded the use of soluble corticotrophin. 

Long-acting intramuscular corticotrophin is available in gel form or as 
aqueous zinc suspensions. Both have their advocates. 


COMPLICATIONS 
When corticosteroids are being used in replacement therapy, doses should 
be physiological and complications will not then arise. Complications will 
occur, however, when the drugs are being used in unphysiologically high 
doses tor their anti-inflammatory effect. 

Obesity with mooning of the face may develop. Latent diabetes mellitus 
may be activated. A plethoric appearance and purpura and osteoporosis 
may occur due to loss of protein from skin and bone. Retention of sodium 
will lead to edema, hypertension and congestive failure, and potassium loss 
to paralysis. Hirsuties is uncommon with oral corticosteroids but may 
follow corticotrophin therapy. Dyspepsia due to peptic ulceration may 
occur, and a tendency to thrombosis may be increased. 

The fear that wound healing after operation might be impaired has not 
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materialized. Suppression of pituitary-adrenal response to stress, such as 
surgical operation, accident and serious infection, has, however, proved a 
serious danger. It may depend in part upon dosage and length of treatment 
but personal idiosyncrasy is probably important. The suppression of inflam- 
matory response may have undesirable effects. Latent tuberculosis may be 
activated, localized infection may become systemic and warning pain may 
be absent in such disorders as perforated peptic ulcer, acute appendicitis 
and pleurisy with lobar pneumonia. 

Arteritis and peripheral neuropathy have been reported in rheumatoid 
arthritis, but it would seem likely that these are manifestations of the under- 
lying disorder. 

The danger from complications can be overemphasized and the benefits 
of treatment can be considerable. The risks, nevertheless, are very real and 
patients must be selected for treatment with great care. The benefits to be 
gained must be weighed carefully against the risks involved. 


MANAGEMENT OF COMPLICATIONS 

Obesity can usually be controlled by restriction of fat and carbohydrate 
intake and the use of anorexigenic agents. Triamcinolone differs from other 
corticosteroids in tending to cause loss in weight. I have occasionally found 
change to this drug useful in obstinate cases of weight increase. A high- 
protein diet and an anabolic steroid should be employed to counteract 
protein loss in all patients on long-term therapy. I favour fortnightly injec- 
tions of 12.5 to 25 mg. of nandrolone (‘durabolin’). 

Metabolite difficulties should not occur with the newer corticosteroids. 
They are now only likely to arise with corticotrophin therapy, when salt 
intake must be restricted. Salt should be forbidden in cooking and at the 
table. Foodstuffs with high-salt content must be excluded from the diet; 
these include bacon, sausages, pork pies, tinned meat and fish, silverside, 
cheese and salted butter. This will introduce complications in the main- 
tenance of a high-protein diet; the advice of a trained dietitian is desirable. 
Potassium chloride supplements must be given: 1 g. thrice daily. 

Dyspepsia calls for a peptic ulcer regime and the use of alkalis. The 
protein content of the diet, however, must remain high. The danger is 
thought to be greater from oral corticosteroids and change to corticotrophin 
may be helpful. A barium meal will be needed if dyspepsia persists. Patients 
being operated on after corticosteroid therapy should be treated for about 
ten days as if they were undergoing bilateral adrenalectomy. Suppression 
of response to stress may be at pituitary level and preparation with cortico- 
trophin is valueless. All patients on corticosteroid therapy should carry a 
card to this effect and attending doctors must bear in mind the possibility 
of complications. 

CONTRAINDICATIONS 
Contraindications are readily deduced from the known complications. 
These include hypertension, heart disease, chronic nephritis, diabetes 
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mellitus, a past history of thrombosis, psychosis or peptic ulceration, the 
presence of infections, notably tuberculosis, and old age. The inhibition of 
growth in childhood must be borne in mind. 


INDICATIONS 
A distinction must be made between two groups of disease: those in which 
corticosteroids are being used as replacement therapy and those in which 
they are employed for their anti-inflammatory properties. In the former, 
cortisone and fludrocortisone constitute the basis of therapy. 

In the latter one of the newer oral corticosteroids forms the basis of 
therapy. The doses employed will vary with circumstances, but in principle 
they should be the minimum which will give a reasonable degree of relief 
from symptoms. It should be remembered that undesirable side-effects will 
appear in long-term therapy with daily doses above 10 mg. of prednisone 
in women and 15 mg. in men. 


ADRENAL DEFICIENCY STATES 

Addison's disease.—Treatment of crisis will vary according to severity. The 
order of dosage, however, is as follows. Two to three litres of saline should 
be given intravenously in the first twenty-four hours, the first litre being 
given fairly rapidly. Hydrocortisone, 100 mg. as the hemisuccinate, should 
be given by immediate intravenous injection; thereafter 100 to 200 mg. of 
hydrocortisone should be given slowly in the first twenty-four hours. 
Deoxycortone acetate, 5 to 10 mg., should be given intramuscularly. If the 
patient is not vomiting this may be replaced by 2 to 3 mg. of fludrocortisone 
by mouth. Dosage is reduced fairly rapidly over the next few days to main- 
tenance levels. Maintenance doses will be in the order of 25 to 50 mg. of 
cortisone and 0.05 to 0.1 mg. of fludrocortisone daily. In stress states the 
daily intake of cortisone must be raised to 200 to 300 mg. Biochemical 
control is desirable as in other adrenal deficiency conditions. 

Bilateral adrenalectomy.—A common procedure is to give 100 mg. of 
cortisone intramuscularly twelve hours and immediately before operation. 
This is repeated six-hourly for three doses after operation, and 100 mg. of 
hydrocortisone by intravenous drip may be needed in the first twenty- 
four hours. Fludrocortisone should be avoided at this stage. Maintenance 
levels are reached within a week but not earlier, and fludrocortisone will be 
needed in about a fortnight. Doses will tend to be a little higher than for 
Addison’s disease. 

Acute adrenal failure may occur in various severe stress conditions such 
as fulminating septicemia, after difficult labour and abortion and in the rare 
idiopathic condition of bilateral adrenal apoplexy. It is rare after surgical 
operation or severe injury and is then difficult to distinguish from surgical 
shock; there can be no harm in corticosteroid treatment when suspicion 
arises, and this may indeed be lifesaving. An intravenous saline drip should 
be started and hydrocortisone, 100 mg., infused in the first eight hours. 
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This may be repeated once or even twice. This is followed by 200 mg. of 
cortisone orally or intramuscularly in the next twenty-four hours, and the 
dose reduced thereafter as seems appropriate. Noradrenaline may be needed 
in the initial stages to counteract the element of shock. 

Congenital adrenal hyperplasia is due to an enzyme deficiency in the syn- 
thesis of hydrocortisone. Cortisone corrects most of the manifestations. 


BRONCHIAL ASTHMA 

The corticosteroids are unquestionably lifesaving in status asthmaticus. 
Should a severe asthmatic attack fail to respond to adequate antispasmodic 
therapy, no time should be lost in setting up an intravenous saline drip and 
infusing 100 mg. of hydrocortisone in the first eight hours. This may be 
repeated once or even twice. Thereafter, 10 mg. of prednisone should be 
given six-hourly for three doses, and the dose reduced slowly thereafter. 

Corticosteroids are also valuable in chronic asthma. Chronic asthma of any 
severity may lead to disabling emphysema, and this can be set against the 
dangers from corticosteroid therapy. Cases for treatment should be selected 
with care. The condition should be disabling and of some standing, and 
antispasmodics should have been given adequate trial. The conditions 
should be brought quickly under control by 7:5 mg. of prednisone six- 
hourly. Antispasmodics are continued and the minimal dose of prednisone 
sought which will maintain reasonable control; this may be surprisingly 
small. The patients may go into remission later, when corticosteroids may 
be withdrawn. I believe, however, that the drug should be continued for 
three to six months in the first instance. Growth in children with severe 
asthma is impaired, and corticosteroids, far from inhibiting growth, may 
actually promote it. Hydrocortisone inhalations, 15 mg. thrice daily, may 
be effective in milder cases but on the whole I have been disappointed with 
this mode of administration. 


RHEUMATOID ARTHRITIS 

Despite statistics to the contrary, many physicians remain convinced that 
some of their patients benefit from corticosteroid therapy. The crux of the 
matter seems to lie in the selection of cases. Many will not need cortico- 
steroids, since adequate employment of more conventional forms of treat- 
ment will prove sufficient. Others of long standing with much osteoarthritic 
change may not benefit. The acid test for the use of corticosteroids is 
whether substantial functional or symptomatic treatment is obtained, and 
only obtained, on these drugs. If a bedridden patient becomes ambulant, 
a disabled man returns to work or a life of misery is converted into one of 
tolerable discomfort, then their employment is justified. 

Intra-articular injection of corticosteroids is useful when one or two joints 
are primarily involved. It can be very effective and avoids the dangers of 
systemic therapy. A long-acting preparation, such as prednisolone trimethyl- 
acetate 15 mg., should be employed. This form of therapy must be em- 
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ployed with discretion in the hip-joints. These are main weight-bearing 
joints and the reduction in pathological changes induced by corticosteroid 
therapy may be outweighed by the damage resulting from increased 
mobility. 
ULCERATIVE COLITIS 

The proper place of corticosteroids in the treatment of this disease is still 
under debate. Undoubtedly they may have a favourable influence in many 
cases. It is doubtful if perforation is any more common or the friability 
of the colon made any worse on such therapy. The risks from adrenal sup- 
pression in cases coming to operation can be counteracted by adequate 
cortisone cover. The main danger seems to lie in allowing deterioration in 
general condition to take place under such therapy until surgery becomes 
hazardous, and great care must be taken to avoid this. The possible super- 
vention of carcinoma must be considered in chronic cases of any duration. 

Mild cases may respond well to enemas alone. Hydrocortisone, 100 mg. 
in the form of the hemisuccinate, or prednisone, 40 mg. as the 21-phosphate, 
is given at bedtime and retained overnight. More severe cases will need 
oral prednisone as well, and enemas are often badly tolerated. Initial dosage 
should be with 10 mg. of prednisone six-hourly. 


OTHER CONDITIONS 

Other allergic disorders.—Corticosteroid therapy may be lifesaving in ana- 
phylactic and sensitivity reactions. Hydrocortisone, 100 mg. as the hemi- 
succinate, or prednisolone, 40 mg. as the 21-phosphate, may be given by 
immediate intravenous injection and this should be followed by hydro- 
cortisone in slow intravenous infusion. Hydrocortisone inhalations may be 
useful in hay fever. Occasional cases of urticaria may be sufficiently trouble- 
some to justify oral corticosteroid therapy. 

Other collagen disorders.—It is not known how far corticosteroids will 
prevent the development of valvular disease following rheumatic fever. 
They are symptomatically effective, however, may save lives in the acute 
phase and in my opinion should be employed. Corticosteroids are valuable 
in Still’s disease, systemic lupus erythematosus and giant-cell arteritis. 
They are temporarily effective in polyarteritis nodosa, but that they affect 
the eventual outcome seems less certain. The development.of nephritic 
changes in systemic lupus erythematosus and polyarteritis nodosa does not 
contraindicate corticosteroid therapy but considerably worsens the prog- 
nosis. Corticosteroids appear ineffective in dermatomyositis and diffuse 
systemic sclerosis. 

Blood disorders.—-Corticosteroids are valuable in acquired haemolytic 
anzmia and thrombocytopenic purpura, and are said to be useful in some 
cases of agranulocytosis. Splenectomy will need to be performed in throm- 
bocytopenic purpura if remission does not follow on an adequate course of 
treatment. Remissions may occur in acute leukemia and some reticuloses 
but they are rarely long-lived. 
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Miscellaneous disorders.—The corticosteroids are valuable in long-term 
therapy of sarcoidosis, troublesome cases of psoriasitic arthropathy and 
sometimes in nephrosis. Failure to respond in some cases of nephrosis may 
reflect differences in etiology. Their anti-inflammatory action assists in 
recovery from certain infective processes such as tuberculous pleural 
effusion and meningitis and acute forms of pulmonary tuberculosis. Severe 
forms of broncho-pneumonia with much viscid bronchial secretion and 
staphylococcal broncho-pneumonia are helped by corticosteroids. The 
appropriate antibiotics will be needed in all instances. The severe pain of 
mumps orchitis is greatly relieved. 


SKIN DISEASES AND EYE DISEASES 

Skin diseases.—Oral corticosteroids are lifesaving in pemphigus and ex- 
foliative dermatitis but dosage needs to be high—in the region of 20 mg. 
of prednisone six-hourly. The drugs are effective orally in such diseases as 
exfoliative psoriasis, various generalized eczemas and dermatitides, acute 
severe lichen planus, erythema multiforme and the Stevens-Johnson syn- 
drome. Selection of cases for treatment must be based on a careful assess- 
ment of severity and disability. Local application is effective in a wide 
variety of conditions, so much so that accuracy of diagnosis may be ne- 
glected; this must be deprecated. Its use in widespread lesions is uneco- 
nomic. Its chief use is in non-specific eczemas and dermatitides affecting 
limited areas. It is particularly effective in lesions affecting the face and 
groins, and retro-auricular, sub-mammary, vulval and peri-anal regions. 
A variety of lotions and ointments containing hydrocortisone in strengths 
ranging from 0.25 to 2.5 per cent. are available; 0.5 to 1 per cent. prepara- 
tions are usually sufficient. Sprays are elegant but expensive; their use may 
be justified in the symptomatic relief of painful burns and scalds. 

Eye diseases.—Local corticosteroid therapy is of much value in non- 
specific forms of episcleritis and iridocyclitis. They are of great help in 
controlling the troublesome postoperative complication of iritis, and have 
a place in the management of sympathetic ophthalmia. Oral corticosteroids 
may be needed when ocular disease is only one manifestation of a systemic 
disorder. 

CONCLUSION 

The corticosteroids are valuable drugs with an important part to play in 
many branches of medicine. Serious complications may, however, arise 
with doses above the physiological range. Cases must be selected for treat- 
ment with great care, and the benefits to be gained must substantially out- 
weigh the dangers. A most useful advance would be the discovery of a 
compound in which the anti-inflammatory properties were considerably 
divorced from undesirable side-effects. 


The opinions expressed in this article are my own, but I wish to acknowledge 
advice from Dr. J. D. N. Nabarro on the treatment of adrenal crisis, and from 
Drs. Vernon Davies, M. Feiwel, A. M. Joekes, I. G. Wickes and Mr. J. H. Dobree 
on other aspects. 





ADRENAL CORTICAL HYPERFUNCTION 


By DOROTHY B. VILLEE, M.D., and NATHAN B. TALBOT, M.D. 


From the Department of Pediatrics, Harvard Medical School and the 
Children’s Medical Service, Massachusetts General Hospital, 
Boston, Massachusetts 


THE human adrenal cortex is the source of many steroid hormones important 
in maintaining electrolyte homeostasis, in regulating intermediary meta- 
bolism, and in controlling the development of certain secondary sex 
characteristics. These steroid hormones can be assigned to groups according 
to their physiological action and according to their chemical structure. It 
is of interest that they all appear to have a common precursor, progesterone, 
which is formed by a series of enzymatically controlled chemical reactions, 
starting with acetyl coenzyme A and probably involving mevalonic acid 
and cholesterol as intermediates (fig. 1). Some forty or more enzymatic 
steps are involved in the ‘simple’ conversion of acetate to cholesterol. ‘Thus 
the complexity of the biochemical reactions important in steroid hormone 
synthesis in the adrenal cortex is very great indeed, and it is probable that 
many compounds and pathways remain to be discovered. 

If the chemical reactions are complex, the physiological manifestations 
of any metabolic derangement are equally so. Only the more gross derange- 
ments are likely to attract attention and incite investigation, but the more 
minor ones should also be of interest. Overactivity or underactivity of any 
one of the enzymes involved in steroid hormone synthesis will influence 
the rate (and therefore the amount) of formation of its product and indirectly 
the amount of each of the different kinds of steroid hormone. Enzyme 
activity can be increased in many ways, such as: increased number of 
enzyme molecules, increased activity of each molecule, changes in environ- 
mental conditions (pH, temperature, ionic strength), increased concentra- 
tion of a limiting co-factor, or decreased destruction of the enzyme or its 
co-factors. 

The steroid hormones can be divided into five groups according to their 
physiological effects: (1) progestins, (2) mineralocorticoids, (3) glucocorti- 
coids, (4) androgens, and (5) cestrogens. 


THE PROGESTINS 
The only steroid hormone with progestational activity isolated from adrenal 
glands (bovine) is progesterone (Beall and Reichstein, 1938). Pregnanediol 
(the reduced form of progesterone excreted in the urine) is still present in 
human urine after gonadectomy and its excretion is increased by cortico- 
trophin therapy (Klopper, et al., 1957). It would appear that progesterone 
itself is secreted by the adrenal gland. Concentrations of from 3 to 47 mcg./ 
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100 ml. plasma were found in adrenal venous blood of cattle (Balfour 
et al., 1957). Similar studies in the human reveal an estimated production 
of approximately 25 mcg. of progesterone per hour by the adrenals. Jn vitro 
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Fic. 1.—The chemistry of the steroid hormones. 
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studies have also shown the ability of the human adrenal to form pro- 
gesterone, but undoubtedly most of this material is rapidly converted to 
the cortical hormones such as aldosterone, corticosterone, and cortisol 
(fig. 1). No clinical syndrome has been reported of adrenal hyperfunction 
involving excess production of progestins. 


THE MINERALOCORTICOIDS 

The second group of adrenal steroid hormones is the mineralocorticoids, 
of which aldosterone is the most powerful. Aldosterone is formed from 
progesterone, probably first by hydroxylation at the 21 position to form 
deoxycorticosterone, and by subsequent oxidations at the 18 and 11 positions 
with the formation of the hemi-acetal, aldosterone. The exact steps of the 
synthesis of aldosterone are not known. It is an important hormone in 
electrolyte regulation, having sodium-retaining properties roughly one 
hundred times those of deoxycorticosterone. The amount of potassium 
excreted is directly correlaizd with the sodium retained. 


PRIMARY ALDOSTERONISM 
Conn (1955) described a new clinical syndrome which he designated as 
primary aldosteronism. In its fully developed state it is characterized by 
excessive amounts of sodium-retaining steroid hormone in the urine, by 
severe hypokalemia, hypernatremia, alkalosis, and a renal tubular defect in 
the reabsorption of water (probably secondary to extracellular and cellular 
potassium lack plus cellular sodium intoxication). The renal tubular defect 


is not corrected by pitressin. These patients demonstrate a depletion of 
total body potassium and an increase in total body sodium. The administra- 
tion of large amounts of potassium has only a temporary effect on potassium 
loss by inducing an increased level of serum potassium and excretion of 
sodium ions. Long-continued potassium therapy has no significant effect 
on serum values of potassium and sodium or upon the symptomatology of 
the syndrome. 

The first case reported presented symptoms of intermittent muscular spasms, 
weakness and attacks of ‘paralysis’, hypertension, polyuria, nocturia, hypokalemia 
and hypernatremia with a metabolic alkalosis. Analysis of the urine by bio-assay 
revealed excessive amounts of sodium-retaining corticoids (presumably aldosterone). 
A surgical exploration of the adrenals was performed, with the removal of a cortical 
adenoma of the right adrenal gland. Primary aldosteronism, however, can be caused 
by adrenal hyperplasia as well as by adrenal tumours. 

Subsequent studies on other cases diagnosed as primary aldosteronism 
have revealed urinary excretions of aldosterone varying from 0.5 to 27 
times the upper normal range. Thus the excretion of aldosterone is not 
elevated in all patients with this syndrome. It is perhaps more pertinent to 
compare their output of aldosterone with that of potassium-deficient sub- 
jects and not with that of normal subjects (Ayres et al., 1958). Usually the 
secretion of aldosterone is low in patients with severe potassium deficiency. 
In primary aldosteronism, its secretion continues at normal or above normal 
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rates despite severe hypokalamia. Ayres and his colleagues (1958) believe 
that this chronic state of hypokalemia and normal or elevated aldosterone 
levels is sufficient to explain the clinical manifestations of the syndrome. 

The reason for the continued excretion of aldosterone in this disorder 
in the face of severe hypokalemia is unknown. One could postulate the 
existence of autonomous adrenal cells no longer responsive to the usual 
hormone control systems, Extensive investig:ations are necessary before we 
can envisage the particular pattern of cellular metabolism which exists in 
these hyperplastic or tumorous adrenal glands. Ayres and his colleagues 
(1956) have demonstrated by tissue-slice techniques that tumour tissue 
from an adrenal adenoma of a patient with primary aldosteronism secreted 
large amounts of aldosterone, some cortisol and very little corticosterone. 
Non-tumorous portions of the gland yielded very much less aldosterone 
and appreciable amounts of cortisol and corticosterone. Histological examina- 
tion of aldosterone-secreting adenomas does not permit prediction of the 
functions of these tumours. The lipid-laden tumour cells are quite different 
from normal glomerulosa cells and histologically cannot be readily dis- 
tinguished from similar preparations from glucocorticoid-secreting tumours 
of Cushing’s syndrome. 

Deoxycorticosterone, another mineralocorticoid with sodium-retaining 
properties, has been found in elevated amounts in patients with certain 
forms of adrenocortical virilism. The existence of a mineralocorticoid with 
sodium-losing properties has been postulated. It is quite possible that more 
steroid hormones with electrolyte-regulating powers will be discovered and 


more clinical syndromes found which exemplify derangements in their 
metabolism. 


THE GLUCOCORTICOIDS 
A third group of adrenal steroid hormones includes the glucocorticoids, of 
which cortisol and cortisone are the chief examples. Cortisol is formed from 
progesterone by a series of hydroxylations at positions 17, 21, and 11 of 
the steroid molecule. These hydroxylations (indeed all steroid hydroxylation 
reactions) require molecular oxygen and TPNH (reduced triphosphopyri- 
dine nucleotide) as co-factors and it may well be that the increase in 
glucocorticoid secretion produced by corticotrophin is mediated by an 
increase in the amount of available TPNH (Haynes and Berthet, 1957). 
In contrast, the rate of secretion of aldosterone is much less (if at all) 
influenced by corticotrophin. 

Although the specific effects of cortisol and other glucocorticoids on cellu- 
lar metabolism are unknown, certain effects on protein, carbohydrate, and fat 
metabolism have been cbserved which are worthy of comment. In general 
terms, the glucocorticoids favour the breakdown of protein to amino- 
acids, and the utilization of these amino-acids in increasing the carbo- 
hydrate stores of the body. The amount of total nitrogen, free amino- 
acids, and uric acid in the urine increases with the administration of either 
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corticotrophin or glucocorticoids. Liver and muscle glycogen stores increase 
and there may be hyperglycemia and glycosuria. 

There is considerable indirect evidence that the glucocorticoids may 
inhibit some phase of carbohydrate utilization. 

They have been observed to produce a degree of glycosuria in excess of that 
readily explained by gluconeogenesis from protein alone (Thorn et al., 1940). 
Many of the alterations of carbohydrate metabolism observed in diabetes mellitus 
return towards normal following adrenalectomy (McArthur et al., 1954). Experi- 
ments with diaphragm muscle from alloxan-diabetic rats show decreased utilization 
of glucose which can be reversed if insulin is administered to the animal or if it is 
adrenalectomized or hypophysectomized (Krahl and Cori, 1947; Villee and Has- 
tings, 1949; Bornstein and Park, 1953). On the other hand, addition of physiological 
amounts of cortisone to the incubation medium with normal rat diaphragm in vitro 
does not produce decreased utilization of glucose. Similar experiments with rat liver 
failed to show an effect of cortisone on glucose utilization (Ashmore et al., 1958). 
In vivo administration of cortisone to rats produced a sevenfold increase in the rate 
of gluconeogenesis, with essentially no change in the rate of glucose oxidation 
(Welt et al., 1952). 

Thus the question of an effect of the glucocorticoids on glucose utilization is not 
completely answered. Most tn vitro experiments would favour the conclusion that 
if such an effect exists, it may be an indirect one, and probably is of secondary 
importance to the effect of the glucocorticoids on gluconeogenesis. Additional evi- 
dence compatible with a primary action on gluconeogenesis is provided by the 
recent work of Engel and Scott (1960) in which they have demonstrated the stimu- 
lation of the DPN-linked enzyme, glutamic dehydrogenase, by physiological 
quantities (10~* to 10-*M) of corticosterone (another glucocorticoid). An increase 
in the dehydrogenation of glutamic acid to «-ketoglutaric acid would make available 
more Krebs cycle intermediates which could, in turn, lead to increased production 
of glycogen and glucose. 

CUSHING’S SYNDROME 
The glucocorticoids differ from the mineralocorticoids in the possession of 
a hydroxyl group at carbon 11 and usually at carbon 17. They are often 
referred to as the 11-oxysteroids or the 17-hydroxysteroids. Increased 
amounts of these steroids are found in patients with Cushing’s syndrome. 
The disorder is characterized by obesity (supraclavicular, nuchal, facial), 
weakness and wasting of muscle, osteoporosis, and purple stria over the 
abdomen, thighs and upper arms. Hypertension may or may not be present. 
Retention of sodium and loss of potassium may lead to severe hypo- 
kalemic, hypochloremic alkalosis. The excess glucocorticoids bring about 
a disturbance in carbohydrate metabolism resulting in an insulin-resistant 
type of diabetes mellitus. In addition there may be acne and hirsutism. 
In girls enlargement of the clitoris may occur and usually the develop- 
ment of the breasts, vagina and other female characteristics is inhibited. 
This observation and the laboratory evidence that the 17-ketosteroid 
excretion is increased in some cases of Cushing’s syndrome provide evi- 
dence that excess androgens may be produced in certain instances, Al- 
though many of the symptoms listed above can be explained on the basis 
of increased protein breakdown, it is obvious that others are not readily 
explained in this manner. Perhaps increased amounts of other steroid 
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hormones (such as the androgens) can be the cause of some of these 
symptoms. 

It is generally agreed that the symptoms of Cushing’s syndrome are due 
to excess production of the hormones of the adrenal cortex (principally the 
glucocorticoids), but the cause of the disorder is unknown. It could be 
caused by a primary disorder of the adrenal cortex, or it could be the effect 
of stimuli from the pituitary or hypothalamus. The original cases described 
by Cushing were thought to be due to basophilic adenomas of the pituitary. 
Changes found uniformly in these cells in Cushing’s syndrome again suggest 
a pituitary origin of the condition, but such changes could be secondary to 
adrenal hypersecretion. The adrenals in these patients are either hyper- 
plastic, or tumorous (carcinoma or adenoma). Plasma 17-hydroxysteroids 
are elevated. The plasma corticotrophin level is low rather than increased 
as one would expect if excess stimulation from the pituitary were an 
important factor. Intravenous administration of corticotrophin causes an 
excessive increase in plasma 17-hydroxysteroids. 

Surgical exploration of the patient is necessary to differentiate hyper- 
plasia from tumour. Removal of an adrenal tumour without metastases 
offers a good chance of cure. The treatment of adrenal hyperplasia is less 
satisfactory. Subtotal bilateral adrenalectomy may bring about a remission 
without the necessity of permanent substitution therapy. Total adrenal- 
ectomy will provide a cure of the disease, but substitution therapy with 
cortisone and probably DOCA (deoxycorticosterone acetate) will be 
necessary throughout life. 

THE ANDROGENS 

The fourth group of steroid hormones, the androgens, are 19 carbon 
steroids which possess varying degrees of biological activity as measured 
by the usual androgen bio-assays. The most powerful of these steroids is 
testosterone. Other much less active androgens are: androstenedione, 
118-hydroxyandrostenedione, adrenosterone, androsterone, dehydroepiand- 
rosterone, and 17-hydroxyprogesterone (21 carbons). All have been isolated 
from adrenal tissue, though testosterone, androsterone, and dehydro- 
epiandrosterone have thus far been isolated only from adrenal tumour 
tissue. The interpretation of urinary 17-ketosteroids as an index of andro- 
genicity is extremely difficult. Most of the adrenal cortical hormones are 
excreted in part as 17-ketosteroids and thus contribute in varying quantities 
to the total 17-ketosteroids in the urine. Differentiating the contribution 
of testicular v. adrenal androgens to urinary 17-ketosteroids is also difficult 
because of the common metabolites of both. Thus there is no necessary 
correlation between the 24-hour excretion of 17-ketosteroids and androgen 
activity, but the determination remains of use in studying certain clinical 
conditions. 


Studies on biosynthesis of androgens by the human adrenal gland in vitro leave 
little doubt that the adrenal is capable of synthesizing and secreting androstenedione, 
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118-hydroxyandrostenedione and dehydroepiandrosterone (Bloch et al., 1956). 
Androstenedione, 118-hydroxyandrostenedione, dehydroepiandrosterone, and an- 
drosterone have been isolated from human adrenal venous blood (Romanoff et ai., 
1953; Bush and Mahesh, 1959; Bush et al., 1956). The androgenic potency of 
different samples of adrenal venous blood has been compared by Short (1960). 
Using the chick bio-assay and multiplying the concentration of the individual 
steroids present by their relative biological activities, androgen indexes of 9725, 
2684, and 5281 were found for three normal women. Using similar calculations the 
index for a patient with postpubertal virilism was 14,138 and for another patient 
with postpubertal virilism after prednisone suppression the index was 782. From 
similar studies with other mammalian species, it appears that in other species the 
adrenal does not produce as much androgen as it does in man. 


The mechanism of action of the androgens is unknown. Considering the 
variety of steroids possessing androgenic properties (including the now 
large number of synthetic androgens), it would not be at all surprising if 
some of the different compounds should have different sites of action. 
Prepubertal castration in the male results in the failure of the secondary 
sex organs to develop (penis, scrotum, seminal vesicles, prostate, vas 
deferens, epididymis). The voice remains high, the head hairline remains 
infantile, pubic and axillary hair are sparse and facial hair may not develop. 
A decrease in musculature is usually evident. Full development of these 
structures can be obtained with testosterone therapy. The adrenal androgens 
alone, in the concentration found in normal individuals, cannot produce 
the other changes cited, since, for the most part, they are much weaker 
androgens. 

By virtue of their ability to suppress pituitary gonadotrophins (and thus 
alter the preponderance of FSH to LH in the female), androgens have a 
distinct effect on ovarian function. More direct effects of androgens on 
ovary, uterus, vagina, and clitoris have been reported. Crystalline androgens, 
such as testosterone, androsterone, and androstenedione show the ability 
to stimulate growth of the clitoris in various mammals (Dantchakoff, 1938; 
Zuckerman, 1937; Burns, 1939). In the human, frank clitoral enlargement 
usually requires higher doses than the minimal level which will produce 
hirsutism or acne. Androgens also have an accelerating effect on epiphysial 
maturation. 


The well-known protein-anabolic effect of the androgens is of too great 
a magnitude to be explained as an action only on sex accessory tissue. It is 
apparently a more general effect involving skeletal muscle, liver, kidney, 
and possibly other organs. This nitrogen-retaining action of administered 
androgens takes place even in the absence of testis, pituitary, pancreas, and 
adrenals. Androgens may also influence carbohydrate metabolism, since 
fructose and citric acid tend to accumulate in the seminal vesicles under 
their influence (Mann and Lutwak-Mann, 1951). Although many studies 
have been reported on the effects of androgens on various enzyme systems, 
such as the 8-glucuronidase of the kidney (Fishman, 1960), no definitive 


site of action has been elucidated. 
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HIRSUTISM 
Clinical manifestations of an excess of adrenal androgens vary all the way 
from slight hirsutism in the adult female to the syndrome of adrenocortical 
virilism. In most cases of simple hirsutism, elevated levels of urinary 
17-ketosteroids have been found. In some cases, however, in which the 
17-ketosteroid excretion is normal, it is possible that unusual sensitivity to 
normal levels of circulating androgens exists. Premature growth of pubic 
(and axillary) hair has been reported in children (Silverman et al., 1952) 
Statural development, epiphysial maturation and 17-ketosteroid excretion 
tend to exceed the average for the given chronological age and one must 
conclude that either the adrenals are secreting physiological amounts of 
androgens prematurely (premature ‘adrenarche’) or that the hair follicles 
are unusually sensitive to the low androgen level in the prepubertal child. 


THE ADRENOGENITAL SYNDROME 

Hyperfunction of the adrenal resulting in excess androgen production is 
exemplified by the condition known as adrenocortical virilism (or the 
adrenogenital syndrome). The physiological manifestations of excess andro- 
gen will depend upon the age and sex of the individual at the time of 
exposure to the steroids. The congenital variety, in which the fetus is 
exposed to large quantities of adrenal androgens, results in pseudo- 
precocious puberty (no testicular development) in the male, and pseudo- 
hermaphroditism in the female. At birth the male may show some enlarge- 
ment of the penis, but usually the diagnosis is not suspected in the first 
few months of life. By the age of two or three years there is distinct en- 
largement of the penis and thereafter growth of pubic and axillary hair 
ensues with development of other secondary sex characteristics. In the 
female, the internal sex organs are genetically and anatomically normal, 
but the abnormality of the external structures will vary from simple en- 
largement of the clitoris with normal vaginal and urethral orifices, to fusion 
of the labioscrotal folds and common urogenital sinus producing a picture 
like that of the male with hypospadias. 

Postnatal adrenocortical virilism in the male results in precocious develop- 
ment of the secondary sex characteristics, including muscular development 
and accelerated epiphysial maturation. In the female, virilization takes 
place, with clitoral enlargement, premature axillary and pubic hair, muscular 
development, and accelerated epiphysial maturation. Androgens produce 
deepening of the voice, acne, and general body hirsutism. Because of the 
inhibitory action of androgens on pituitary gonadotrophin secretion, breast 
development and menses do not occur. 

Assays for corticotrophin suggest elevated levels in the blood. The 
urinary 17-ketosteroids in these patients are markedly elevated and with 
corticotrophin administration a further increase can usually be demon- 
strated. The glucocorticoids in the urine are either below normal or low 
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normal and do not rise significantly with corticotrophin. Wilkins and his 
colleagues (1950) and Bartter and his colleagues (1951) have pestulated a 
defect in cortical synthesis and suggested the use of physiological quantities 
of cortisone to inhibit further excess corticotrophin elaboration by the 
pituitary. 


Limitation of space does not permit a detailed discussion of all the extensive 
studies on patterns of urinary 17-ketosteroid excretion and biosynthetic patterns 
observed in vitro in this disorder. Present evidence would indicate that in the usual 
form of adrenocortical virilism there is an impairment of hydroxylation at carbon 21 
in the formation of cortisol (fig. 1). As a result of this, the compound, 17-hydroxy- 
progesterone, would tend to accumulate. It is excreted in the urine in the form of 
pregnanetriol, and an increased urinary excretion of pregnanetriol has been found 
in this syndrome (Bongiovanni and Clayton, 1954). Since the major pathway of 
metabolism of 17-hydroxyprogesterone is towards cortisol synthesis, a block in this 
pathway might, by mass action, force more 17-hydroxyprogesterone to be con- 
verted to androgens and cestrogens, and both of these are found in increased 
amounts in the urine. Presumably, 11-hydroxylation can occur since 11-oxygenated 
17-ketosteroids are found in greater than normal amounts; 11-oxygenation of 
17-hydroxyprogesterone also takes place and an increased amount of pregnane- 
triolone (urinary excretory product) is found in the urine of these patients. By 
blocking one pathway, other pathways, which are normally of relatively minor 
significance, become more important and produce physiological manifestations of 
their increased product formation. 

One-third of patients with adrenocortical virilism show signs of electro- 
lyte imbalance with symptoms of adrenal electrolyte hormone insufficiency. 
Persistent vomiting, dehydration, hyperkalemia and loss of salt are usually 
evident within the first few days or weeks after birth. Rapid treatment with 
intravenous DOCA and saline is necessary to avoid a fatal outcome. After 
the acute period, maintenance therapy with DOCA and salt may be neces- 
sary. Cortisone therapy not only controls the virilization process but helps 
to control the ‘salt-losing’ tendency of these patients. It is not unusual for 
the older patients’ requirement for DOCA to decrease, so that eventually 
cortisone and supplementary salt may be all that is required. This change 
may represent a compensatory mechanism on the part of the body. 
Although Prader and his colleagues (1955) found increased levels of aldo- 
sterone in older patients, Blizzard and his colleagues (1959) found that in 
a series of eleven patients, most had low levels of aldosterone and all 
responded to limitation of salt intake with an insufficient increase in 
aldosterone. 

Apparently the metabolic defect in the ‘salt loser’ is the same as that found in 
uncomplicated adrenal virilism, but is perhaps a more complete one (Bongiovanni 
and Eberlein, 1958). Because of the observation that administration of cortico- 
trophin to these patients resulted in increased salt loss, a specific salt-losing hormone 
has been postulated by many investigators. Although a steroid, 38, 16x-dihydroxy- 
allopregnan-20-one, having salt-losing properties in the rat, has been isolated from 
the urine of patients with ‘salt-losing’ adrenocortical virilism (Neher et al., 1958), 
as yet such a steroid has not been shown to have sodium diuretic properties in the 
human. It is not unlikely that a compound formed by hydroxylation (possibly at 


the 16 positions) of either progesterone or 17-hydroxyprogesterone might appear 
in unusual amounts in this syndrome secondary to the block in the normal pathway 
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of these steroids. The biological activity of such a compound in the human must 
be carefully determined. 

There is a rare hypertensive form of adrenocortical virilism which is 
characterized by increased quantities of deoxycorticosterone and com- 
pound §S in the blood and of their reduced forms in the urine (Eberlein and 
Bongiovanni, 1955). In this case, studies on urinary steroids indicate that 
a defect in 11-hydroxylation is present. Although the hypertension has been 
attributed to the elevated levels of deoxycorticosterone, this steroid is not 
increased in all cases of the hypertensive form of the disease. Both the 
hypertension and virilization respond to physiological quantities of cortisone. 


The congenital variety of adrenocortical virilism is almost exclusively due 
to adrenal hyperplasia, whereas the postnatal form is more likely the result 
of an adrenal tumour (carcinoma or, very rarely, adenoma). In both cases 
the 17-ketosteroids in the urine will be elevated, but only in adrenal hyper- 
plasia will increased amounts of pregnanetriol be found. The metabolic 
defects in 21 and 11 hydroxylation exist only in cases with adrenal hyper- 
plasia. No defect in metabolism has been found in tumours of the adrenal 
gland. A diagnostic trial on cortisone is indicated in the differentiation of 
tumour v. hyperplasia. Individuals with adrenal hyperplasia will respond 
to cortisone with a drop in urinary 17-ketosteroids and pregnanetriol. As 
one would expect, adrenal tumour patients show no response to cortisone. 


In treating the adrenal hyperplasia patient with cortisone it is important 
to suppress the pituitary initially with a generous dose of cortisone. There- 
after the dose should be reduced until a minimal amount is found which 
will just maintain the urinary 17-ketosteroid level at slightly over normal 
values. An excellent criterion for adequate dosage is rate of linear growth, 
and rate of epiphysial maturation (bone age). If androgen production has 
been properly inhibited, linear growth will proceed normally with a normal 
rate of epiphysial maturation. If the dose of cortisone is too large, linear 
growth will be inhibited (protein catabolic effect). Therapy will prevent 
further virilization and in most cases will reverse changes which have 
already occurred. In the female with an enlarged clitoris, surgical removal 
of the organ may be necessary. 


THE G@STROGENS 


Another important group of steroid hormones is the ceestrogens. It seems 
likely that the adrenals normally produce very little estrogen. Estrogens 
have been isolated from certain adrenal tumours, and studies on the bio- 
synthesis of cestrogens in vitro by bovine adrenals indicate that estrone can 
be formed from 19-hydroxyandrostenedione (which can be formed from 
androstenedione by the adrenal) (Meyer, 1955). CEstrogens have not as yet 
been isolated from adrenal venous blood. In abnormal conditions, such as 
adrenal hyperplasia, cestrogens are produced in increased amounts by the 
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adrenal. Corticotrophin can still further increase the output of adrenal 
cestrogens. 

The physiological effects of the estrogens are manifold, affecting not only 
the known target organs, but also other systems of the body, such as bone, 
skin, and the various endocrine glands. In general one could say that the 
cestrogens have growth-promoting effects on certain organs of the body. 
(Estrogens have a proliferative action on the vaginal epithelium and the 
endometrium. They are responsible for the development of the secondary 
sex characteristics of the female, for alterations in body contour, and for 
closure of the epiphyses of the long bones. 

More is known about the mechanism of action at the molecular level of 
the estrogens than of other steroids. 


Villee and Hagerman (1958) have demonstrated the presence of a soluble enzyme, 
transhydrogenase, from human placenta which is exquisitely sensitive to physio- 
logical amounts of cestradiol, cestrone, stilbcestrol, and other estrogenic hormones. 
The enzyme is not sensitive to the androgens, progestins, or adrenal corticoids. 
It is found in human placenta, endometrium, myometrium, breast and pituitary. 
An action of cestrogens on such an enzyme would favour the formation of DPNH 
(reduced diphosphopyridine nucleotide) from TPNH by the following reaction :— 

DPN + TPNH —> TPN + DPNH 


DPNH is oxidized by the cytochrome system and is extremely important in pro- 
ducing energy within the cell by coupled phosphorylation. Such additional energy 
would then be available for synthetic processes involved in the growth and develop- 
ment of certain tissues. 


Twelve cases of feminizing adrenal tumours in males have been reported. 
In three of these cases hormone assays of the urine were done, and two 
showed elevated levels of cestrogens. CEstrogens were also found in increased 
amounts in extracts from a virilizing adrenal adenoma (Keller et al., 1958). 


CONCLUSION 

For the sake of clarity, it has been necessary to divide the various disorders 
of adrenal function into distinct groups. Such a division is rather artificial 
and it must be emphasized that such clear-cut distinctions do not exist for 
the most part in the disease spectrum seen in clinical practice. Rarely is 
just one group of steroids affected when a genetic defect in enzyme synthesis 
occurs. Instead, the blocking of one pathway leads to increased activity of 
alternate pathways, with substrate induction of increased enzyme con- 
centrations for these pathways. With increasing knowledge of biochemistry 
it is now becoming possible to speak of specific biochemical lesions and to 
discuss ways and means of diagnosing and circumventing such lesions. 
The story of cortisone and its use in adrenal hyperplasia is an excellent 
example of such an approach to endocrinology. 


This work was supported by grant H-1529 of the National Heart Institute of 
the National Institutes of Health, United States Public Health Service. 
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DISORDERS OF THE 
PARATHYROID GLANDS 


By A. STUART MASON, M.D., M.R.C.P. 


Endocrinologist, The London Hospital and Oldchurch Hospital, Romford; 
Physician, New End Hospital, Hampstead 


Tue parathyroid is the Cinderella of endocrine glands. Its physiological 
actions are still not fully understood, its hormone has been purified only 
this year and the syndrome of hyperparathyroidism is misconceived.by 
many clinicians. It was not until 1925 that the parathyroid was shown to 
be an endocrine gland, by Collip and Hanson. 


PHYSIOLOGY 

Complete removal of the glands causes hypocalcemic tetany, relieved 
immediately by intravenous injection of calcium and, more slowly, by 
intramuscular injection of parathyroid extract. Preservation of a normal 
level of circulating calcium, essential to neuromuscular function, is the role 
of the parathyroids. As bone contains 98 per cent. of the body’s calcium, 
it is to be expected that the parathyroid should draw on this reservoir to 
supplement the plasma calcium. Collip and his colleagues (1925) con- 
cluded that parathyroid hormone acted primarily on the osteoclasts of bone, 
but Albright and his colleagues advanced the view that the demineralization 
of bone was merely a secondary event. Summarizing his views (Albright 
and Reifenstein, 1948), Albright considered that the primary site of action 
was the renal tubule where the hormone diminished the reabsorption of 
phosphorus; the resultant loss of phosphorus from the body would draw 
the element from bone thus releasing calcium into the circulation. Further 
experimental work proved that both schools of thought were correct 
(Talmage, 1956). The most convincing evidence for direct action on bone 
was provided by Gaillard (1957) who prepared in vitro bone cultures which 
showed areas of osteoclastic resorption contiguous with parathyroid explants. 

Parathyroid hormone influences calcium metabolism by its stimulation of 
osteoclasts and phosphorus metabolism by its action on the renal tubule. 
The phosphate loss contributes to the demineralization of bone. A third 
site of primary action for the hormone is probably the small intestine. 
Isolated loops of intestine excised from parathyroidectomized rats absorb 
less calcium than those taken from intact animals (Rasmussen, 1959). Action 
on bone, kidney and intestine provides extracellular fluid with an additional 
supply of calcium. Biological assay of the hormone has made use of its 
calcium-mobilizing properties or its ability to cause phosphate diuresis. 
These assays are relatively insensitive and difficult to calibrate but, maifily 
thanks to Munson (Munson, 1955; Kenny and Munson, 1959), they have 
been made accurate enough to allow their use by chemists concerned with 
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the purification of parathyroid extracts but remain intricate procedures. 

Partial purification of extracts provided some curious biological results 
on assay. Components were isolated that were potent in terms of phosphate 
diuresis but not of calcium mobilization. The possibility of two parathyroid 
hormones was raised, the one acting on bone, the other on the kidney 
(Davies and Gordon, 1953). Purer preparations, however, failed to show 
such differential reactions and Rasmussen, who announced the final isolation 
of parathyroid hormone at the First International Conference of Endocrino- 
logy in July, found that the pure hormone was equally potent in both 
types of assay. The single hormone has a molecular weight of 8,600 and 
is a peptide with a potency of 2000 to 3000 units per mg. Possession at last 
of the pure hormone will settle finally the exact physiology of the para- 
thyroid. 

Early suggestions of a specific pituitary trophic hormone to control the 
secretion of the parathyroid have been disproved by experiment. The gland 
is undoubtedly free of pituitary control and, in the human, it continues to 
function normally in long-standing extreme hypopituitarism. There is a 
direct connexion between the plasma concentration of calcium and the 
output of parathyroid hormone. Very probably it is the level of ionized 
calcium that is the stimulus to parathyroid activity. Lowering of the ionized 
calcium concentration prompts an increase in hormone secretion; a rise in 
the calcium level decreases the hormone output. Hence conditions such as 
osteomalacia and chronic renal failure with acidosis, which tend to lower 
the ionized calcium concentration, stimulate the parathyroid to increase 
its activity, thus causing secondary hyperparathyroidism. This condition 
has to be distinguished from the autonomous activity of primary hyper- 
parathyroidism, a distinction that may not be easy in the individual patient. 


PRIMARY HYPERPARATHYROIDISM 
Too often this condition is remembered as a grotesque end-point of bone 
disease, a memory fortified by textbook photographs, often elderly, of 
deformed patients with the cystic bones of late generalized osteitis fibrosa. 
The picture represents a failure of early diagnosis and does not illustrate 
the initial signs of the disease. 

Primary hyperparathyroidism affects both sexes and all ages but is seen 
more commonly in patients aged between 25 and 45 years. Adenoma forma- 
tion in one gland is the common pathological change. Malignant change 
associated with increased hormonal activity is so rare that it can be neglected 
in terms of practical diagnosis. Adenomas in more than one gland or 
diffuse adenomatous hyperplasia of all the parathyroids can occur, usually 
associated with a family history of hyperparathyroidism (Cope et al., 1958). 
Such families are likely to have adenomas of the pituitary and the pancreas, 
the latter being insulin-secreting tumours (Underdahl et al., 1953). 

The disease is of insidious onset and prolonged course. Its natural history 
suggests phasic hormonal excess in many instances, reminiscent of the 
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much more transient episodes of secretory activity characteristic of an 
insulinoma or phzochromocytoma. The metabolic disturbance of hyper- 
parathyroidism manifests itself by varied symptoms and usually presents 
with one dominant feature which may be the only sign of the condition. 
Types of presentation can be listed as follows:- 


(1) Renal calculi 
(2) Bone disease (a) Pain 
(b) Cysts or pathological fracture 
(c) Generalized cystic osteitis fibrosa 

(3) Vomiting 

(4) Thirst and polyuria 

(5) Pancreatitis 

RENAL CALCULI 

Renal calculi, with their attendant signs and symptoms, are by far the most 
common manifestation of hyperparathyroidism ; they were present in 85 per 
cent. of the 115 cases studied by Hellstrém (1959). Moreover, the calculi 
are found in the absence of overt bone disease: in one series of 207 cases 
65 per cent. had renal calculi or nephrocalcinosis without demonstrable 
bone disease and only 12 per cent. had bony lesions without calcification in 
the kidney (Black and Zimmer, 1956). Thus the possibility of hyperpara- 
thyroidism must be considered in every case of renal calculi, particularly 
if there is no anatomical lesion to suggest a primary renal cause, or if the 
stone formation is bilateral and recurrent. The incidence of hyperpara- 
thyroidism among patients with renal calculi is somewhere between 10 per 
cent. (Melick and Henneman, 1958) and 16 per cent. (McGeown and 
Morrison, 1959). Statistics drawn from Belfast indicate a total incidence 
amounting to 10 cases per annum per million of the population. 

It is tempting to equate stone formation with the degree of hypercalciuria 
induced by mobilization of bone calcium by parathyroid hormone, but this 
cannot be the sole factor as the urinary calcium content may not be above 
the limits of normality and will sometimes fall to the low level seen in 
normal subjects in response to a low-calcium diet. Other disturbances of 
renal function are characteristic of hyperparathyroidism, although it is a 
moot point whether these are due to hypercalcemia or the hormone itself. 
An impaired ability to excrete hydrogen ion is found; the resultant high 
pH of the urine makes its calcium content particularly liable to precipitate 
in stone formation (Fourman et a/., 1960). Apart from this defect, the urine 
is hypotonic, even with fluid deprivation or pitressin administration (Cohen 
et al., 1957). Severe polyuria and consequent thirst may be the presenting 
symptom of hyperparathyroidism. In the past this has erroneously been 
called calcium diabetes but the condition is due to failure of renal tubular 
reabsorption of water and has nothing to do with the calcium content of 
the urine. These functional disturbances are reversible and are not caused 
by structural damage from calcium deposition in the pelvis or substance 
of the kidney. Of course, structural damage will be caused in the long run 
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by calcification; death in uremia is the likely fate of the untreated patient. 
It is often difficult to determine what proportion of observed renal impair- 
ment is purely functional and what is due to permanent structural damage. 


BONE AND GASTRO-INTESTINAL DISTURBANCES 

Pain is the first sympton of bone disease in hyperparathyroidism. Diffuse 
aching pain of moderate severity will become agonizing in the later stages 
of the disease. Joint swellings are not infrequent, suggesting a diagnosis of 
atypical rheumatism; the correct diagnosis will be revealed by x-rays. 
Cystic bone changes may appear early in the disease. If they are localized 
in the jaw the patient will soon notice the deformity. Cysts in the long bones 
will not be noticed unless there is a pathological fracture through one of 
them. By this time there is usually clear radiological evidence of generalized 
bone disease. 

Two gastro-intestinal disturbances associated with hyperparathyroidism do 
not appear to stem directly from marked hypercalcemia. Peptic ulceration 
is a common complication, being present in about 15 per cent. of cases 
(Moldawer et al., 1954). Pancreatitis with a subacute or chronic history 
and usually with pancreatic calcification is now recognized as a direct result 
of parathyroid overactivity (Cope et al., 1957). Perhaps this is caused by 
an increased concentration of calcium in the pancreatic juice. 


CONSTITUTIONAL SYMPTOMS 

The constitutional symptoms of hyperparathyroidism are related to the 
plasma-calcium concentration and are not likely to be found unless the 
level of calcium is above 14 mg. per cent. It is therefore the rapidly pro- 
gressive type of disorder which is associated with general debility, and the 
majority of cases, in which the tempo of the disease is slow, do not suffer 
in this way. Apart from malaise and muscular weakness, anorexia followed 
by repeated bouts of persistent vomiting are the most characteristic features 
of marked hypercalcemia. Vomiting can be a presenting feature of hyper- 
parathyroidism and no case of persistent vomiting which defies diagnosis 
can be considered to be properly investigated unless the plasma-calcium 
level has been measured. I have observed tachycardia and a raised sedi- 
mentation rate suggesting endocarditis in a patient with an adenoma of the 
parathyroid. In this instance the serum calcium was 18 mg. per cent. 

Awareness of the clinical features of hyperparathyroidism is the essential 
first step in diagnosis. Such combinations as renal calculi with ‘rheumatic’ 
pains or peptic ulceration should always lead to an investigation of para- 
thyroid function. An apparently single bone cyst may hint at generalized 
bone disease. Hyperparathyroidism must be included in the differential 
diagnosis of obscure cases of vomiting or polyuria. 


LABORATORY INVESTIGATION 
The logical method of investigation is the biological assay of parathyroid 
hormone extracted from body fluids. Davies (1958) demonstrated that the 
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urinary excretion of the hormone was considerably greater in patients with 
hyperparathyroidism than in normals. Unfortunately the method is both 
complicated and insensitive and an extraction procedure and assay method 
applicable to routine use have not, as yet, been devised. The present plan 
of investigation is divided between the determination of various parameters 
of calcium and phosphorus metabolism and radiological examination of 
the skeleton. 

Accurate and repeated estimation of the plasma-calcium level is the 
essential test. Hypercalcemia, albeit of minor degree and phasic rather than 
persistent, is the rule in primary hyperparathyroidism. Lloyd and Rose 
(1958) have claimed that the level of ionized calcium is raised even if the 
total plasma calcium is within the limits of normal, but this has not been 
confirmed by other authorities (Loken and Gordan, 1959; Hyde et al., 
1960) and the value of the extremely difficult technique for estimating 
ionized calcium is not proven in hyperparathyroidism. Diseases such as 
myelomatosis, carcinoma metastasizing in bone, milk-alkali syndrome, 
vitamin D intoxication and sarcoidosis can give rise to hypercalcemia but 
in none of them is there a renal phosphate leak and in the latter two condi- 
tions the administration of cortisone (150 mg. daily for ten days) restores 
the serum calcium to normal (Anderson et al., 1954). ‘The hypercalcemia 
associated with excess parathyroid hormone is not influenced by cortisone. 
The presence or absence of hypercalciuria, even on a low-calcium diet, does 
not contribute to the diagnosis of increased parathyroid function. 

A low plasma phosphate is often, but by no means invariably, found in 
primary hyperparathyroidism. The essential disturbance is the diminished 
tubular reabsorption of phosphate by the kidney. This can be measured 
conveniently by comparing the ratio of phosphate to creatinine clearance 
with the plasma-phosphate level, the values for the patient being calibrated 
against the normal. ‘The best calculation has been devised by Nordin and 
Fraser (1960) who expressed their results as a phosphate-excretion index. 
The high values typical of primary hyperparathyroidism may also be ob- 
served in osteomalacia, Cushing’s syndrome and normal subjects on a 
high-phosphorus diet. 

The great majority of patients with hyperparathyroidism show a high 
phosphate-excretion index but in a few the results are equivocal. Another 
approach to the same type of measurement is the estimation of the renal 
threshold for phosphate by extrapolation of data gathered from urine- 
and plasma-phosphate determinations during a phosphate infusion (Hyde 
et al., 1960). Less equivocal results are obtained by this method. 

Chemical study of bone metabolism is still crude. A raised serum alkaline 
phosphatase is found with very active bone disease caused by hyperpara- 
thyroidism, but normal values are seen with lesser degrees of bone involve- 
ment. A new and valuable tool has been devised by Fraser and his colleagues 
(1960), who have used a stable strontium gluconate infusion as a measure 
of calcium metabolism, calculating both the total exchangeable calcium and 
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the rate of bone accretion of calcium. High rates of accretion are typical of 
hyperparathyroidism even when there is no radiological evidence of bone 
disease. Although there are several aspects of this technique which can be 
criticised it is undoubtedly a valuable diagnostic aid and is worth further 
development. 
RADIOLOGICAL INVESTIGATION 

Adequate radiology is complementary to biochemical investigation and 
essential in all cases of suspected hyperparathyroidism. Early signs of bone 
disease and renal calcification will be demonstrated only by expert radio- 
graphic technique. A proper skeletal survey will include lateral views of 
the skull, dorsal and lumbar spine and films of the teeth, hands, forearms, 
femora and pelvis. Films of the kidneys should be restricted to the area 
of these organs to avoid the blurred image which results from a wide-angle 
view; the bowels must be cleared before examination. 

Subperiosteal resorption of bone is the most characteristic radiological 
sign in hyperparathyroidism. The lace-like decalcification of cortical bone 
just below the periosteum is seen best in the phalanges of the fingers (Dent 
and Hodson, 1954). Loss of the tuft of bone on the terminal phalanx may 
be associated with clubbing of the fingers. Loss of the lamina dura around 
the teeth is another aspect of bone resorption but, despite the claims of 
Albright and Reifenstein (1948), this is not such a reliable guide to hyper- 
parathyroidism as the changes in the phalanges. The skull presents un- 
equivocal changes in many cases: a fine granular stippling involves the 
whole calvarium, the inner and outer tables becoming indistinct. The long 
bones show decalcification with a coarsened trabecula pattern. Cystic lesions 
are in themselves not diagnostic of hyperparathyroidism but this diagnosis 
is suggested if the cyst arises in the bony cortex. Nephrocalcinosis may be 
found with or without renal calculi. Hellstrém (1955) found 37 cases with 
calcium deposited in the renal substance compared with 19 cases with 
renal calculi and no nephrocalcinosis. 


TREATMENT OF PRIMARY HYPERPARATHYROIDISM 

The only effective treatment is removal of the parathyroid adenoma. It is 
not always easy to identify the tumour at operation and in about 5 per cent. 
of cases it is situated in the anterior mediastinum. Thus the presence of 
overactive parathyroid tissue must be established firmly before operation. 
Facilities for examination of frozen sections are a great aid to the surgeon 
so that he can be sure of removing parathyroid tissue. Adenomatous hyper- 
plasia of all the parathyroid glands should be suspected in cases with a 
family history of hyperparathyroidism. A portion of one gland should be 
left at operation and the other glands removed. 

Severe postoperative disturbances of calcium metabolism are only found 
when the patient has suffered from marked generalized bone disease. A 
rapid drop in serum calcium, producing tetany, is caused by the avidity of 
the bones for calcium and is not due to postoperative hypoparathyroidism. 
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Intravenous infusion of calcium gluconate is required to correct this. A high 
calcium intake by mouth together with vitamin D to aid its absorption is 
also necessary. It may be several weeks before the bone ceases to draw on 
plasma calcium. Oliguria is another danger in the postoperative period and 
may cause a considerable rise in blood urea. Fluid and electrolyte balance 
must be watched most carefully. 


HYPOPARATHYROIDISM 

Spontaneous hypoparathyroidism is a very rare condition of unknown 
etiology; congenital anatomical defects, virus infections and hemorrhage 
have been cited as causative agents. The disease affects both sexes, and at 
least 70 per cent. of cases present in childhood. Postoperative hypopara- 
thyroidism is a rare sequel of radical thyroidectomy, although transient 
depression of parathyroid function lasting about ten days is not so rare. The 
incidence of complete parathyroid removal during operations on the thyroid 
depends on the skill of the surgeon, the position of the parathyroids and the 
extent of the thyroidectomy. 

Tetany is present in all cases, varying from painful cramps of the limbs 
to generalized convulsions. Paresthesia and carpo-pedal spasm after thy- 
roidectomy clearly indicate lack of parathyroid hormone. Diagnosis can be 
more difficult in spontaneous hypoparathyroidism. A primary cerebral 
lesion is suggested by epileptiform convulsions, mental retardation or 
psychosis, the occasional finding of papilladema and electroencephalo- 
graphic abnormalities resembling those of epilepsy. The true diagnosis is 
indicated by positive Trousseau’s and Chvostek’s signs. Moreover, the 
patients suffer from various ectodermal abnormalities, including delayed 
dentition, dry scaling skin and brittle nails. Moniliasis of skin and mouth 
is a frequent and recurrent complication. The low plasma-calcium level 
results in metastatic calcification involving the basal ganglia and the lens 
of the eye. These changes are not specific to hypoparathyroidism but are 
found in any condition associated with a persistently low plasma calcium. 
Early lenticular opacities have to be sought with a slit lamp but the later 
cataracts are obvious. 

The recognition of tetany is the essential preliminary to diagnosis, which 
is confirmed by the finding of a low plasma calcium (below 7.5 mg. per 
cent.) and a raised plasma phosphorus (up to 10 mg. per cent. in children). 
Chronic renal failure and tetany with rickets are two conditions which enter 
into the differential diagnosis. 


TREATMENT OF HYPOPARATHYROIDISM 
The emergency treatment of tetany is the intravenous injection of 10 ml. 
of calcium gluconate (10 per cent. solution), given slowly to avoid any effect 
on the heart. Current preparations of parathyroid hormone are of little 
therapeutic use but the daily injection of 100 or 200 units will be effective 
for a few days; prolonged administration is of no value as the patient 
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becomes resistant to the action of the extract. Long-term treatment of 
hypoparathyroidism is based on a high-calcium diet and calciferol, which 
mimics the action of parathyroid hormone. Calcium lactate or gluconate 
tablets in a daily dose of 8 to 12 g. are a suitable form of calcium supple- 
ment. Milk is to be avoided because its high phosphate content diminishes 
the absorption of calcium. 

Calciferol (vitamin D,) and dihydrotachysterol (A.T.10) are equally 
effective but the former is considerably cheaper than the latter. Insensi- 
tivity to one preparation may develop but the patient will respond to the 
other form of vitamin D. Thus, calciferol should be used as routine treat- 
ment but, if there is eventual lack of response, dihydrotachysterol should 
be given instead (Dent et al., 1955). The daily maintenance dose of calciferol 
is 40,000 to 200,000 units (1 to 5 mg.). Dihydrotachysterol is made up in 
an oily solution containing 1.25 mg. of the vitamin in 1 ml., the daily dose 
being 1 to 5 ml. Higher dosage of these preparations is indicated during 
the first two weeks of treatment but their action is slow and a careful watch 
must be kept on the plasma-calcium level to avoid hypercalcemia. At all 
times therapy requires biochemical control. Symptoms of overdosage are 
headache, lethargy, anorexia and thirst. 
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HUMAN GROWTH HORMONE 


By A. C. CROOKE, M.D., M.R.C.P. 
Endocrinologist, United Birmingham Hospitals 


KNOWLEDGE that the control of growth is a function of the anterior pituitary 
gland has been acquired gradually over a long period of years. 


HISTORICAL BACKGROUND 

It is difficult to pin-point the discoverer of this knowledge, for Pierre Marie, 
who first described acromegaly, certainly did not recognize it as a pituitary 
disease. Perhaps the credit should go to Benda who, in 1900, demonstrated 
the presence of what he thought was pituitary hyperplasia of chromophil 
cells in patients with acromegaly, but it was Erdheim who established the 
association with tumours of eosinophilic cells in 1909. Benda also recog- 
nized the association of pituitary tumours with dwarfism and it is possible 
that the early workers were confused by finding that the sella turcica might 
be enlarged in both acromegaly and dwarfism. In 1909, Aschner observed 
that hypophysectomized puppies failed to grow but much of the early 
experimental work was obscured by concomitant hypothalamic damage. 
Thus, Harvey Cushing (1911) laid greater emphasis on the obesity than on 
the stunting of growth in his hypophysectomized dogs. 

The classical experiment which established the existence of a growth- 
promoting substance in the pituitary gland was described by Evans and 
Long (1921). These workers showed that hypophysectomized immature 
rats resumed growth when treated with intraperitoneal injections of fresh 
crushed anterior pituitary glands. ‘Then began a long series of investigations 
into the biological properties and chemical characteristics of this growth- 
promoting or somatotrophic hormone and in 1944 Li and Evans claimed 
to have isolated it as a homogeneous protein. Much of the work published 
before this date was confusing because it was uncertain whether the various 
biological effects produced by treatment were due to growth hormone itself 
or to impurities in the preparation. Subsequent work was reviewed in an 
excellent report of an international symposium (Smith et al., 1955). 


DEFINITION 

Growth hormone has been defined by its effect on the weight, or more 
specifically on the length, of body or width of epiphysial cartilage of hypo- 
physectomized animals. This definition is likely to persist because of its 
historical background but growth is not the prerogative of growth hormone 
alone. It is remarkable that growth is not influenced by growth hormone in 
the early period of life. The growth of foetal bones in vitro is altered by the 
addition of thyroid and of insulin to the culture medium but is unaffected 
by the addition of growth hormone. Moreover, hypophysectomy in very 
young animals does not affect the rate of growth for an appreciable time 
and pituitary dwarfism in the human subject does not become manifest 
November 1960. Vol. 185 (645) 
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during the first two or three years of life, whereas in the cretin growth may 
be stunted from birth. Probably thyroid deficiency is greater in the cretin 
than when it is the result of failure of thyrotrophic hormone. 


ACTION 

The fundamental activity of growth hormone lies in its effect on cellular 
metabolism in general. It increases the rate of protein synthesis and reduces 
the rate of amino-acid catabolism and in the fasting animal this is achieved 
at the expense of fat. Protein anabolism is usually measured by the retention 
of nitrogen but metabolic balance studies show that sodium, potassium, 
chloride and phosphorus are also retained. The retention of these electro- 
lytes is no greater than could be accounted for by protein synthesis. The 
retention of calcium is of special interest. It occurs only in the normally 
fed animal. If the animal is given a diet which is low in phosphate and is 
treated with growth hormone, then phosphate, which is a vital intracellular 
electrolyte, is stolen from bone where it forms the essential bone salts with 
calcium. The freed calcium is thus liberated from bone and excreted, and 
osteoporosis develops. The fundamental action of growth hormone on bone 
is to stimulate the building of its protein scaffold, which is demonstrated 
by the remarkable increase in the width of epiphysial cartilage. This 
increase occurs without the normal accompaniment of bone formation 
in an animal given a low-phosphate diet and treated with growth hormone. 
Here it produces florid rickets, not growth. 

Even the stimulation of protein anabolism is not the prerogative of growth 
hormone alone. It is influenced by insulin, thyroxine and the protein anabolic 
steroids. The most interesting of these is insulin. Growth hormone is prob- 
ably ineffective in the absence of insulin, and insulin can mimic the effect 
of growth hormone even to the extent of causing an increase in weight and 
length of the hypophysectomized animal and in the width of its epiphysial 
cartilages. Growth hormone increases the body’s requirement of insulin and 
reduces its sensitivity to insulin. 

This is seen especially in the hypophysectomized animal. Eventually treatment 
with excessive amounts of growth hormone causes hyperglycemia but the blood 
sugar may remain normal throughout a preliminary period of increasing appetite 
and weight and of increasing protein synthesis with a rising concentration of plasma 
proteins, notably fibrinogen, and a corresponding increase in plasma volume. The 
hyperglycemia is followed by glycosuria and ketosis and eventually permanent 
diabetes mellitus may become established with typical histological changes in the 
pancreas: a reduction of islet tissue, degranulation, and finally a great reduction 
in the number, of beta cells. 

It would seem therefore that the diabetogenic effect of growth hormone is 
the result of increased demands on and eventual exhaustion of the pancreas 
similar to that produced by treatment with excessive amounts of adreno- 
corticotrophic hormone. Induction of diabetes mellitus therefore is not a 
primary function of growth hormone but an accidental side-effect. 

Growth hormone plays an important part in fat metabolism. It increases 
its rate of catabolism, especially in the fasting animal where it can induce 
protein synthesis from available amino-acids at the expense of fat. The 
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opposite is seen in the hypophysectomized animal which stores fat at the 
expense of protein—a process which can be rapidly reversed by treatment 
with growth hormone. It has long been associated with ketogenic activity 
but this is perhaps one of its least understood functions and it is not yet 
fully established whether the ketogenic effect is a function of growth 
hormone itself or of some separate factor or combination of factors. 

Lastly, growth hormone is necessary for the development of the breast. 
It acts in association with estrogen to cause ductal growth, whereas alveolar 
development is under the influence of luteotrophic hormone in association 
with progestogen. It is of great interest that even in this connexion the 
action of growth hormone can be imitated by insulin and it is probably 
only another instance of the fact that growth hormone and insulin together 
play an important part in cellular development everywhere. 


SPECIES DIFFERENCES 

In the course of these investigations curious species differences became evi- 
dent. Growth hormone from the pituitary glands of cattle and sheep was 
found to be very active in the rat, whereas that from horses and pigs was 
much less so and that from fish was inactive. Fish were sensitive, however, 
to growth hormone from cattle. At first enthusiastic reports were published 
about the effects of various preparations of growth hormone in causing 
growth in human ‘pituitary dwarfs’ but later this enthusiasm subsided. On 
reading the literature one is struck by the uncritical nature of the diagnoses. 
Most of these dwarfs were normally proportioned but abnormally short 
individuals in whom there was no evidence of pituitary disease and cer- 
tainly no direct evidence based on bio-assays of any deficiency of growth 
hormone. They sometimes showed a spurt in growth at puberty which was 
confused with the effect of treatment with growth hormone. Eventually it 
became evident that the primates failed to respond to growth hormone 
from the pituitary glands of other species and it has now been established 
that there are physicochemical differences between the growth hormones 
prepared from various animal sources and that they can induce the forma- 
tion of antibodies in foreign species. 


SOURCE AND ASSAY OF HUMAN GROWTH HORMONE 
Human growth hormone has been prepared as a homogeneous protein (Li 
and Papkoff, 1956; Raben, 1957) and used to induce the formation of anti- 
bodies in rabbits. The rabbit’s antiserum has been employed for the assay 
of growth hormone in human serum using the hemagglutination method 
with tannic-acid-treated erythrocytes to which the protein is bound (Read 
and Stone, 1958; Read and Bryan, 1960). ‘The method is extremely sensitive 
and can give readings with neat human serum. ‘The first results gave a range 
of go to 400 millimicrograms per ml. for g normal adults, and go to 600 for 
14 normal children. Nine patients with hypopituitarism gave figures of 
under go, and g patients with active acromegaly gave figures of over 500 
millimicrograms per ml. of serum. 
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During the last two years human pituitary glands have been collected at 
necropsy from a number of centres in this country and sent to the depart- 
ment of biochemistry at Cambridge. Here Professor Young’s group have 
prepared human growth hormone which has been distributed at the dis- 
cretion of the clinical endocrinology committee of the Medical Research 
Council to several groups of workers for the development of assays and for 
clinical trials. ‘The assay methods have presented various technical diffi- 
culties but the results so far reported are generally rather similar to the 
original figures given by Read except that there is a greater overlap between 
the different groups (Fraser and Hartog, 1960). The finding of normal 
amounts in the serum of some patients with acromegaly would be in keeping 
with the assumption that the acromegalic process had become arrested but 
the finding of normal amounts in some patients with severe Simmonds’s 
disease is more difficult to interpret. Such results could only be accepted 
with confidence if it were possible to show parallel results in serum assayed 
by biological means but unfortunately there is not yet a satisfactory method 
of doing this. Gemzell (1959) has claimed that there are biologically measur- 
able amounts of growth hormone in the plasma of patients with acromegaly 
and with Turner’s syndrome (Fraccaro et al., 1960) but not in the plasma of 
normal individuals. Until better biological methods of assay are available for 
human plasma therefore the present immunological results must be accepted 
with reserve. 

CLINICAL TRIALS 
The first data on effective treatment of human subjects with growth hor- 
mone from the pituitary glands of primates appeared in 1957 (Beck et al.), 
but this was soon followed by other brief reports. In 1959, a panel appointed 
by the clinical endocrinology committee of the Medical Research Council 
published the results of a metabolic trial of human pituitary growth hor- 
mone. 

Eight patients were selected, six with established pituitary disease causing varying 
degrees of pituitary failure. Two patients were examined in the metabolic wards of 
each of four hospitals where somewhat different techniques and different therapeutic 
regimes were employed, in order to establish the effectiveness of treatment under 
varying conditions. Dosages of growth hormone varied from a total of 10 to 30 mg. 
in from three to eight days. 

The collective results showed a retention of nitrogen, sodium, potas- 
sium, magnesium, chloride and phosphate but there was an increase in 
the excretion of calcium in the urine. There was a consistent slight rise 
in the fasting blood sugar. Other workers found that the effect on carbo- 
hydrate metabolism was far more intense in hypophysectomized diabetic 
subjects who rapidly developed severe hyperglycemia, glycosuria and 
ketosis (Luft et a/., 1958). These results are in keeping with those observed 
in experimental animals. 

At the First International Congress on Endocrinology in Copenhagen in 
1960 a series of papers were read on the effect of human pituitary growth 
hormone in man. These confirmed and extended earlier observations. 
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It was shown that protein synthesis caused by treatment with growth hormone 
was associated with mobilization of fat but that even slight degrees of insulin 
deficiency decreased this response. Generally the retention of electrolytes was no 
greater than anticipated for the synthesis of protein but the effect on calcium 
metabolism was variable; there might be a loss at first with retention later. This 
might be anticipated from work on experimental animals which showed that 
calcium is lost from, or retained in, bone according to the availability of phosphate 
to meet cellular requirements. Another interesting observation concerned the effect 
of growth hormone on nephritic patients with uramia in whom the plasma urea and 
urea excretion decreased and the creatinine clearance improved. 

It seems to be generally agreed that for short-term treatment the 
optimum dosage of growth hormone to give the maximum retention of 
nitrogen is about 5 mg. daily and larger doses cause no greater effect. A 
single injection of growth hormone is effective for several days and the 
maximum amount of nitrogen retained is about 4 to 6 g. daily. 

The first long-term experiment with human growth hormone on a dwarf 
with a craniopharyngioma was described by Raben (1958) but other reports 
have appeared since. It is generally agreed that it causes an increase in the 
rate of growth without increasing the rate of closure of the epiphyses. The 
optimum dosage would seem to be between 10 and 15 mg. weekly given in 
two or three injections. Much remains to be done to establish what are the 
most suitable types of patient for treatment and whether other endocrine 
therapy, notably with insulin, protein anabolic steroids or thyroid extract, 
should be given simultaneously to obtain the maximum effects. 

The amount of human growth hormone available is still very limited and 
the possibility of obtaining adequate supplies from the pituitary glands of 
monkeys or humans is remote. Li (1956) has suggested, however, that there 
may be an active ‘core’ of growth hormone which is similar in all species 
and that it may be possible to extract this material from the pituitary glands 
of animals in the slaughterhouse and thus provide adequate supplies for 
human needs. 
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Heart failure is a clinical diagnosis made by the doctor at the bedside, 
without laboratory or other aids. From our experience with infants, it 
seems that cases of heart failure in this age-group may often be missed, and 
the diagnosis evidently causes considerable difficulty. This may be due to 
unfamiliarity with the rather different pattern of heart failure in infants, 
as compared with adults and older children. To illustrate and emphasize 
this pattern we present here the main features of 50 infants, under one year of 
age, with heart failure who were seen in hospital. 


INCIDENCE OF HEART FAILURE IN INFANTS 
Of every 100 live-born infants, one may have congenital heart disease. If 
to the many infants with congenital heart disease are added those in whom 
heart failure may be associated with pulmonary infection, paroxysmal tachy- 
cardia or virus myocarditis, it is obvious that many practitioners will see 
heart failure in infancy during the course of a year. We have found that over 
a 20-month period in a children’s hospital, the number of infants with 
heart failure and the number with pyloric stenosis was approximately the 
same. 
CLINICAL FEATURES 

The age of the 50 infants on admission to hospital is shown in table I. 

From the superficial features of cardiac failure in infancy it is under- 
standable that mistaken diagnoses may be made. In many cases, for example, 
respiratory disturbances—coughing, wheezing, breathlessness and inspira- 
tory intercostal recession—are prominent and chest infection is mistakenly 





Age No. of 


© to 3 months 
3 to 6 months 
6 months to 1 year 
Tasie I.—Age of 50 infants with heart failure on admission to hospital. 


diagnosed. In a rather smaller group feeding problems, vomiting, inability 
to finish feeds, and failure to gain weight focus attention erroneously on the 
alimentary tract (table ‘II). 

In the 50 cases which have been analysed the following main diagnostic 
points were established (table ITI). 

Tachycardia.—The heart rate was markedly increased in heart failure. A 
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usual figure was about 180 per minute, but it could exceed 200 per minute. 

Tachypneea (42 cases) was recorded if the respiratory rate at rest exceeded 
60 per minute. Sometimes it reached 100 per minute. In most babies with 
heart failure there was obvious and sustained difficulty in breathing with 
effort, often particularly marked on feeding. Respiratory disturbances were 
the most constant physical finding, and usually the most striking. Often 
they preceded by hours or even days other signs of failure such as liver 
enlargement. In the early stages of 
heart failure it was common to find 
good pulmonary breath sounds and 

an absence of moist sounds in the 
Alimentary disorder , 9 
Prematurity .. ;, I lungs. 

Tas_e II.—Pre-admission di caida in 40 ie Liver enlargement (40 cases) — 

"inne elt Saneie teliecs almost as frequent. It was re- 
—_———, corded in our cases if the liver 

Per cent- | edge was at least three fingers’ 
rags aa breadth below the costal margin, 
— 8 TT eo or if a moderately enlarged liver 
Heart enlargement diminished in size after treatment. 
Distended veins ' Tenderness of the liver was diffi- 
vii. 0.0. ced Oe __| cult to estimate and unhelpful. 
TaBse III.—Signs found in 50 infants with Enlargement of the heart (27 

mane Semate. cases).—This was a clinical assess- 
ment based on the presence of bulging and increased pulsation of the precord- 
ium, and of forceful substernal pulsation. We draw special attention to the 
latter ; it isa most useful indication of cardiac enlargement in infants, assessed 
by interposing a finger between the xiphoid and the liver. The thrust of an 
enlarged ventricle is easily felt through the diaphragm. X-rays may show 
further cases of cardiac enlargement, but in our series 15 cases with other 
evidence of heart failure had neither clinical nor radiological evidence of 
cardiac enlargement. Heart failure is not therefore excluded if the heart is 
apparently normal in size. 

The remaining diagnostic features were found much less often. Although 
they provided useful corroborative evidence of heart failure in individual 
cases, they were not generally as useful as in adults, and the diagnosis of 
heart failure in infants could be correctly made without them. 





No. 


Respiratory disease . . is 16 
Congenital heart disease .. 14 


| 











Disturbed respiration 84 








Venous distension (14 cases).—Distended jugular veins were rarely seen 
in infants, even in severe heart failure. Venous distension was best appreci- 
ated at this age in the scalp or on the backs of the hands, and was sometimes 
associated with subcutaneous cedema. 

(Edema (12 cases).—In a small proportion of cases pitting edema was 
found on the dorsum of the feet and in the lower calf. Some infants without 
pitting edema, who gained weight suddenly at the onset of the illness or 
lost weight during treatment, probably had subclinical edema. 

Oliguria, unless extreme, was unlikely to be noticed by the parents. A 
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succession of dry napkins, however, was observed in some of our patients 
with marked cedema. 

Gallop rhythm and pulsus alternans.—These signs of left ventricular failure 
in adults were found only in exceptional cases. 

Hemoptysis was not encountered. 

Hydrothorax of sufficient degree to be detectable clinically was not found. 


OTHER OBSERVATIONS 
Marked pallor of the skin associated with coldness and profuse sweating 
occurred often enough to be useful in arousing suspicion of heart failure. 

Screaming after feeding was observed in many infants with heart failure, 
and sometimes preceded the appearance of definite signs by several weeks. 
With the development of failure and of dyspneea the cry tended to become 
shortened or suppressed. 

Heart murmurs.—Congenital heart disease is the commonest cause of 
heart failure in infancy. The detection of a heart murmur is obviously 
important when the doctor is confronted with an infant with an enlarged 
liver or tachypnoea. Nevertheless, in nearly a third of our infants in heart 
failure (12 of 40 cases) who had congenital heart disease no murmur was 
heard during the bout of heart failure. In most of these no murmur developed 
at any stage, but in some a murmur previously or subsequently present was 
inaudible during failure. 

DIAGNOSIS 

Right and left heart failure-—Many of the congenital anomalies associated 
with heart failure in infancy increase the work of the right side of the heart 
(e.g. pulmonary stenosis, atria! septal defect, transposition of great vessels) 
or of both right and left sides (e.g. patent ductus arteriosus, ventricular 
septal defect, truncus arteriosus). In consequence, the type of failure 
commonly encountered in infants is either exclusively right-sided or a 
mixture of right- and left-sided failure. Enlargement of the liver and 
tachypneea are the most likely signs that one or other has developed. 

Subacute failure-—The most difficult cases of heart failure to diagnose are 
those in which cardiac decompensation comes on insidiously. A history of 
progressive inability to finish feeds, or of discomfort or screaming when an 
infant is laid down after feeds, may be significant. 

Respiratory infection and heart failure.—Respiratory infection may pre- 
cipitate heart failure, and it is often difficult to determine which is responsible 
for tachypnoea in an infant known to have congenital heart disease. The 
difficulty may be increased when fever and pulmonary moist sounds are 
present. In our experience the localization of rales at both lung bases is in 
favour of heart failure, whereas rales in broncho-pulmonary infection are 
more numerous and widespread or they tend to be localized to a particular 
segment or lobe of a lung. Difficulty also arises because in congenital heart 
disease transient respiratory disturbances are not uncommon even without 
pulmonary infection. There are many cases in which the significance of 
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tachypneea or other respiratory disturbance is not easy to determine initially. 
In acute heart failure respiratory embarrassment tends to increase rapidly 
in a few hours, and reassessment after an interval is helpful. Re-examination 
may also be necessary to resolve the problem of the doubtfully enlarged 
liver, since in heart failure this tends to enlarge progressively. 


THE OUTLOOK 
Is it important, in practice, to make the diagnosis of heart failure in infancy? 
Nearly half of all infants in heart failure are likely to die, but the fatalities 
are concentrated in a group with serious and multiple anomalies. In this 
group surgical treatment is not very satisfactory at the moment, although 
progress is continually being made. It is important, however, for the 
clinician to appreciate that in the remainder (see table IV) the prognosis is 
much brighter, and in our cases four out of every five survived the attack of 
heart failure, when those with transposition of great vessels and other or 
multiple anomalies are excluded. In some infants in this group the heart 








Total Survived 


Without congenital heart disease Io 


Acute pulmonary infection 
Arrhythmia. . 


With congenital heart disease 

Ventricular septal defect 

Patent ductus arteriosus 

Pulmonary stenosis 

Coarctation of aorta 

Coarctation of aorta and ventricular septal defect 
Tetralogy of Fallot 


A Nw = NN 





Transposition of great vessels 


_ 


Other or multiple anomalies I 


Tas_e IV.—Prognosis in 50 infants with heart failure. 


was apparently normal after treatment and recovery from the attack of 
heart failure, whilst in others, with simple congenital anomalies, surgery 
offers good prospects of cure or alleviation subsequently. 


TREATMENT 
To save lives treatment should not be delayed. The recognition of heart 
failure is often a matter of urgency. The essentials of treatment are digitalis 
and oxygen, with antibiotic treatment for any infection. Because of the 
necessity for continuous observation infants with heart failure should be 
admitted to hospital. 
SUMMARY 

Heart failure in infants is not uncommon. It may present with respiratory or 
alimentary disturbances which can be misleading. Some of the signs of 
failure found in older children and adults are unlikely to occur in infants. 
Prompt diagnosis and treatment may be lifesaving. 





PSYCHIATRIC INDICATIONS FOR 
THE TERMINATION OF PREGNANCY 


By J. A. HARRINGTON, M.D., D.P.M. 
Psychiatrist, All Saints Hospital and Uffculme Clinic, Birmingham 


IN a review of 509 cases of therapeutic termination, Nixon (1957) found 
that psychiatric indications headed the list and accounted for 39 per cent. 
of cases. If this proportion is representative for the country as a whole, then 
the problem of termination on psychiatric grounds is one that general prac- 
titioners will be faced with not infrequently. 


LEGAL ASPECTS 
There are two important statutes connected with termination. The Offences 
Against the Person Act of 1861, while giving almost complete protection 
in law to the unborn embryo, does imply that there are lawful indications 
for procuring miscarriage without saying precisely what these are. The 
Infant Life (Preservation) Act of 1929 rules that the act of causing death 
of the child must be done in good faith and only for the purpose of preserving 
the life of the mother. 
The case law resulting from these acts has given more precise indications 
of what is legally permissible. In 1938, in the famous case of Rex v. Bourne, 
Mr. Justice Macnaghten gave an interpretation of the meaning of the words 


‘for preserving life of the mother’ and indicated when, in law, termination 
on psychiatric grounds could be considered. Of termination he said: 


‘Apparently there is a great deal of difference of opinion, even in the medical 
profession itself. Some there may be, for all I know, who hold the view that the fact 
that the woman desires the operation to be performed is sufficient justification for 
it. Well, that is not the law; the desire of a woman to be relieved of her pregnancy 
is no justification at all for performing the operation. On the other hand, there are 
people who, from what are said to be religious reasons, object to the operation being 
performed in any circumstances. That is not the law either. On the contrary, a 
person who holds such a view should not be an obstetrical surgeon for, if a case 
arose where the life of the woman could be saved by performing an operation and 
the doctor refused to perform it because of his religious opinions and the woman 
died, he would be in grave peril of being brought before the Court on a charge of 
manslaughter by negligence. If pregnancy is likely to make the woman a physical 
or mental wreck, the jury is entitled to take the view that a doctor, who in the 
circumstances and led by his belief operates, is operating for the purpose of 
preserving the life of the mother’. 

The importance of the statement by Mr. Justice Macnaghten is that it 
makes it justifiable for the doctor to recommend termination if he honestly 
believes that the continuation of pregnancy will make the woman a mental 
wreck, It is important to note that minor or moderate degrees of emotional 
disturbance are not sufficient grounds and there must be good reasons for 
supposing that continuation of pregnancy will constitute a serious threat to 
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the mental health of the mother. Social factors alone are not adequate in 
law, and eugenic grounds, however grave, are not acknowledged by statute. 


MENTAL DISORDERS ASSOCIATED WITH CHILDBIRTH 
Any assessment of the indications for termination on psychiatric grounds 
must be based on what is known about the mental disorders commonly 
associated with childbearing. Almost all studies of puerperal mental illness 
show that there is a striking difference in the incidence of mental disorders 
in the first nine months of pregnancy and the first month after childbirth, 
the ratio being about one to five. Polonio and Figueiredo (1955) even go so 
far as to say that pregnancy appears to have a protective effect against the 
manifestations of mental disorder. It is common in normal women to find 
that pregnancy brings a form of mental well-being, not previously experi- 
enced; and many psychotics and neurotics show quiescence of their symp- 
toms during pregnancy itself. Without doubt the dangerous period for 
aggravation and precipitation of mental symptoms is the puerperium. 

The incidence of puerperal mental disorder in all confinements has been 
variously estimated at between one in 400 and one in 1,200. It is the cause 
of between 2 per cent. and 8 per cent. of female admissions to mental hos- 
pitals all over the world and this incidence remains surprisingly constant. 
Statistical analysis shows that childbearing has only a small influence on 
the mental disorders of women and that the majority of individuals predis- 
posed to mental disorder go through childbirth unscathed. Even after a 
puerperal breakdown, 50 per cent. of women who embark on further preg- 
nancies have no recurrence of psychiatric disorder associated with child- 
birth. Approximately 7 per cent. have an attack at each pregnancy and about 
20 per cent. have attacks later on, but not associated with pregnancy. In 
one series of 224 puerperal breakdowns, 20 per cent. were associated with 
self-induced or artificial abortion. Very roughly speaking the chances are 
about 1 in 7 that the patient will experience mental illness with subsequent 
pregnancy after a puerperal psychosis (White et al., 1957). Whilst these 
statistics are only a crude guide in individual case assessment, they do give 
an actuarial indication of the chances of breakdown in childbirth. 

Most psychiatrists agree that puerperal breakdowns do not constitute a 
psychiatric entity and that the patterns of illness are for practical purposes 
the same as those seen in non-puerperal breakdown. Anderson (1933), 
Tetlow (1955) and White and his colleagues (1957), in separate investiga- 
tions, have shown that a control group of non-childbearing women admitted 
to mental hospital and matched for age will have a similar distribution of 
diagnoses to a childbearing group. Childbearing appears to be a non-specific 
stress which may precipitate illness in a few predisposed individuals. 
Schizophrenia, affective psychosis, toxic confusional state or exogenous 
psychoses, hysteria and other neuroses all occur associated with child- 
bearing, and their course and treatment are much the same as if they occur 
without childbirth. Whilst prognosis is not an easy subject for generaliza- 
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tion, most recent publications indicate a favourable outlook in puerperal 
breakdown, even in schizophrenia (Martin, 1958). This contrasts with the 
attitude and publications a decade ago when a gloomier outlook was far 
more prevalent, particularly in patients suffering from puerperal schizo- 
phrenia. At least part of this change is due to modern therapeutic endeavours. 


INDICATIONS FOR TERMINATION OF PREGNANCY 
There are few psychiatric disorders which are in themselves killing diseases 
and in which death is hastened by pregnancy and childbirth. The important 
question is mortality from suicide. If there are persistent and determined 
suicidal tendencies which are being aggravated by pregnancy there are 
cogent reasons for considering termination. Suicide statistics, however, 
show that the incidence in pregnancy of actual suicide is very small. In my 
own investigation of 102 attempted suicides, six were pregnant at the time, 
but in none of these was it subsequently found necessary to recommend 
termination. The patient who comes to see the doctor with the dramatic 
threat—‘if I have to go through with this pregnancy I'll kill myself’—will 
usually go through with the pregnancy and not with the threat of suicide, 
although a few may make a dramatic suicidal gesture that is not intended to 
be successful. Those with genuine intent to end their own lives are more 
likely to say that they are quite unworthy to be mothers and their depressive 
mood is coloured with feelings of guilt and self-reproach. Psychotic patients 
seldom ask spontaneously for abortion and will often refute any such dis- 
cussion. It is important to remember that endogenous depressions in preg- 
nancy are amenable to modified electroconvulsive therapy and that this and 
other treatments are not contraindicated by pregnancy itself. 

Whilst consideration of suicidal risks is of primary importance it is com- 
moner to have to consider the problem on the basis that pregnancy may 
render the patient a ‘mental wreck’. Such predictions will always depend 
upon many factors that can only be clinically assessed by individual case 
study. There are, however, one or two guiding principles which are regarded 
as generally acceptable as a basis for decision. In general, termination can 
be recommended for organic psychoses which have a progressively downhill 
course, and in early acute psychoses when pregnancy leads to a rapid 
deterioration in mental state. Termination is generally useless in well- 
established and chronic psychosis, the course of which, as often as not, is 
entirely uninfluenced by pregnancy. Ignoring, as the law demands, social, 
eugenic and humanitarian grounds, termination is very rarely indicated in 
psychoneurosis, seldom in psychopaths who sometimes benefit from preg- 
nancy, and infrequently in mental defect. ‘The decision to terminate is not 
made easier by the fact that mental disorders arising in early pregnancy 
often improve with time and those arising later are uninfluenced by ter- 
mination. A further difficulty is that there is a definite risk that patients 
turned down will attempt abortion themselves or through non-medical 
agencies with not inconsiderable risk to themselves, 
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In an attempt to clarify the psychiatric indications for the termination 
of pregnancy, Pearce (1957) analysed questionnaires sent to 45 psychiatrists 
and one general practitioner. There was a majority agreement that there 
must be a clear causal relationship between psychiatric illness and preg- 
nancy and that severity of this disorder was a useful criterion. Anderson 
(1957) analysed 52 patients with psychiatric illness who had been referred 
for termination and/or sterilization. Diagnoses were mixed but half had 
threatened suicide. Only one of the 12 patients in whom pregnancy was 
terminated showed deiinite improvement and half of those who were 
allowed to proceed to term had no further trouble. He concluded that there 
seemed little justification for termination of pregnancy on psychiatric 
grounds. Arcle (1957) analysed 22 cases referred for psychiatric opinion as 
to termination, only one of whom subsequently had a termination though 
two had ‘spontaneous abortions’. A follow-up, which was incomplete, 
showed no serious ill-effects from the purely psychiatric point of view. 
Only one patient, an unmarried early schizophrenic of 18, became worse 
during the course of pregnancy and the puerperium, although this might 
have happened in any event. The lack of deterioration in the mental status 
as the result of pregnancy led Arcle to conclude that therapeutic termination 
is rarely justified in the mentally disturbed. A notable feature was that only 
in about half the cases could the social situation be regarded as even 
moderately satisfactory: four were unable to care for the child; three were 
grossly neglecting the home. The most cogent indications were social, eu- 
genic and humanitarian, but these were disregarded because of the law of this 
country. 

PSYCHOLOGICAL EFFECTS OF TERMINATION 
Any consideration of therapeutic termination must be weighed against the 
possible occurrence of delayed psychological reactions to the operation 
itself. It has been said that amputation of her unborn child is the most 
harmful operation a soul of a woman can be asked to bear. 

The wider experience in other countries, notably in Scandinavia where 
abortion laws have been relaxed, deserves note. In Sweden, since 1946 ter- 
mination has been permitted for any one of four reasons. The first is the 
same as in this country: that is, to preserve the life or health of the mother 
if pregnancy directly endangers her. The second is socio-medical and allows 
termination if the mental or physical health of the mother is likely to be 
severely impaired as the result of childbirth and the subsequent care of the 
child. The third is humanitarian and justifies abortion in cases of rape or 
under age. The fourth is eugenic and allows termination where there is a 
risk of transmission of hereditary insanity, mental defect or other serious 
disease. Reports from Sweden are of some interest and indicate that 
although women are pleased with their new-found freedom, a definite 
proportion continue to have mental symptoms after termination. In one 
investigation no less than 20 per cent, of women in whom pregnancy was 
terminated had unintentionally become pregnant within a year of the 
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operation, thereby largely negating the purpose for which the operation had 
been carried out. Ekblad (1955) followed up 479 women after abortion 
induced on psychiatric grounds and found that a quarter had guilt reactions 
of varying severity. An earlier investigation by Siegfried (1951) revealed 
59 per cent. of such reactions. The interpretation of these findings is not 
easy because the occurrence of guilt reactions would have to be compared 
with the psychological sequela that might have resulted if pregnancy had 
continued uninterrupted. Even when the law permits, the risk of late 
psychological sequela from termination seems sufficiently great to contra- 
indicate the operation in many of the less serious forms of psychiatric 
disorder. 
CONCLUSION 

The question of legal reform in this country is an open one. There are 
many cases in which distressing social factors excite the doctor’s com- 
passion but where the law leaves him powerless to act. For example, the 
woman with half-a-dozen or more children living in an overcrowded slum 
with a drunken and unemployed husband. A further pregnancy seems more 
than she can take but there is no evidence that she suffers from any real 
psychiatric illness. Next there is the problem family with a dullard mother 
and criminal father whose numerous children are often in care of the local 
authority. The child is unwanted and the parents have shown themselves 
to be incapable of parenthood. Then there is the young girl who is seduced 
at her first dance and when pregnancy will certainly estrange her from the 
family and probably ruin her whole future. Whilst nearly all such cases lie 
outside our present abortion laws the doctor can, if he is convinced that the 
social stress is so great that it will lead to mental breakdown, recommend 
termination. In all doubtful cases a second psychiatric opinion is essential. 


SUMMARY 

Under the present law in Great Britain termination is rarely indicated on 
psychiatric grounds and only in those cases in which there is a strong possi- 
bility that childbearing will make the woman a serious and semi-permanent 
psychiatric casualty. Many of these psychiatric disorders associated with 
childbearing are amenable to treatment, and when the problem is largely 
psycho-social, as in unmarried mothers, the help of all available social 
agencies should be sought. 
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RELAPSING ULCERATIVE COLITIS 


By S. C. TRUELOVE, M.D., M.R.C.P. 
Assistant Physician, Nuffield Department of Clinical Medicine, Oxford; 
Assistant Physician, Radcliffe Infirmary, Oxford 


Tue following query was recently submitted to me by the Editors of The 
Practitioner : 


‘One of my patients, a male executive aged 48 years, started to have frequency 
and looseness of his bowels in March 1954. Diarrhcea did not respond to usual 
measures. He had on an average six to eight motions daily. A barium enema and a 
proctoscopic examination confirmed the diagnosis of ulcerative colitis in April 1959. 
The looseness and frequency of his motions persisted, and he continued to pass 
blood and mucus. An exacerbation, in March 1960, necessitated a repeat barium 
enema, repeat proctoscopic examination, and a transfusion of 10 pints (5 litres) 
of blood. He was treated with cortisone to which he responded. A recurrence was 
controlled by sulphasalazine and a visit to Lourdes. A colectomy has been suggested. 
I should value your guidance in this case’. 


There is no universal agreement about the best way to manage relapsing 
cases of ulcerative colitis such as this. The commonest clinical course of 
this disease is for a series of attacks to occur with periods of apparently 
normal health in between—-the so-called chronic intermittent type of the 
disease. The patient appears to fit into this category. 


SURGICAL TREATMENT 
The most enthusiastic protagonists of surgical treatment consider that any 
patient who has had more than one or two attacks of ulcerative colitis over 


the course of a year or two should be brought to colectomy. With an expert 
colonic surgeon, the mortality from colectomy and from its postoperative 
complications is probably less than 5 per cent. if the operation is carried out 
as an elective procedure and not as an emergency operation. The large 
bowel is then removed for all time and late complications of ulcerative 
colitis, especially carcinoma of the colon, have been averted by ablation of 
the organ. 

Most surgeons leave a permanent ileostomy when they perform colectomy 
and an excellent description of this operation and of its results is given 
by B. N. Brooke in ‘Ulcerative Colitis and its Surgical Treatment’ (1954). 
Patients with an ileostomy can normally expect to live a full social and 
business life and their general health is good. Nevertheless, the ileostomy 
life has some disagreeable features and Aylett (1959) has championed the 
operation of ileo-rectal anastomosis in combination with colectomy. The 
actual operative mortality of this precedure has been low in Aylett’s hands 
(about 4 per cent. over-all, this figure including his emergency colectomies), 
although many complications occur in the postoperative period so that 
expert management is necessary. There is not yet general agreement that 
ileo-rectal anastomosis is a good operation when the rectum is inflamed, but 
Aylett’s patients seem to thrive. 
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MEDICAL TREATMENT 

In spite of my admiration for the technical skill of the modern colonic 
surgeon, my own attitude is to be as conservative as possible in the manage- 
ment of this disease. There are some patients who cannot be adequately 
managed by medical methods, so that resort to surgery is essential but 
I do not find them to be a large proportion of patients with the chronic 
intermittent form of the disease, such as this particular patient has. My own 
general rule in such patients is to keep them under regular supervision and 
especially to see that they report to me at the first sign of any relapse. If 
this is done, almost all attacks can be promptly checked by medical treat- 
ment, usually on an outpatient basis. 

For attacks of mild or moderate severity, my first choice at present 
would be the combination of prednisolone, by mouth in a dose of 5 mg. 
four times daily, coupled with a nightly rectal drip of hydrocortisone hemi- 
succinate (Truelove, 1960). Sulphasalazine is certainly effective in a large 
proportion of these less severe attacks and can be used as an alternative, a 
suitable dose being 2 g. four times a day for one week, followed by 1 g. four 
times a day for the second week, followed (if thought necessary) by a smaller 
dose for several weeks or months. These two types of therapeutic agent 
namely, corticosteroids and sulphasalazine—can be combined if the patient 
does not respond to either alone. Severe attacks of the disease demand more 
intensive treatment in hospital. 


CONCLUSION 
It is plainly difficult to decide which of these two different approaches to 
long-term management—namely radical surgery or prolonged medical 
supervision and treatment—is the more correct, especially as the patients 
who are referred to a specialist colonic surgical centre will not be identical 
as a group with those who attend a conservative physician. Probably both 
approaches give good results in the hands of enthusiastic and experienced 
physicians or surgeons. I can only add that nothing in my own recent 
experience has made me feel inclined to shift away from my conservative 
attitude towards long-term management. 
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KALLIKREIN IN PERIPHERAL 
VASCULAR DISEASE 


By D. A. CAHAL, M.D. 


From the Department of Pharmacology, University of Leeds 


KALLIKREIN is a vasodilator substance first discovered by Frey and Kraut 
(1928) in the urine of dogs. Little is known about its chemical composition 
but, according to Frey and his colleagues (1950), it is an amphoteric sub- 
stance of high molecular weight. It is found in the pancreas and salivary 
glands of dogs. Frey and his colleagues have claimed that it is a hormone, 
but there is little direct evidence that this is so. Although this substance is 
fairly well known to physiologists, biochemists and pharmacologists in 
Britain, it has received little attention from clinicians. The German journals, 
however, contain a large number of references to its therapeutic effectiveness 
in circulatory disorders. 

As a preliminary to a controlled clinical trial of a preparation containing 
kallikrein, observations were made over a period of several months on a 
number of patients with peripheral vascular disease to ascertain the best 
method of assessing their progress. A controlled trial has not been carried 
out but some observations have been made which, it is felt, are worth 
recording at this stage. 

METHODS 

All the patients on whom these observations were made cooperated volun- 
tarily. They were told at the outset that the treatment they were to receive 
was experimental, that no promise could be made that it would be success- 
ful, and that no pressure would be put upon them which might influence 
their decision to cooperate or not. No patient who was offered treatment 
with kallikrein declined it. Ten patients took part in the trial. They were all 
eferred for treatment in the hope of avoiding operation. The patients fell 
into two groups. There were three young women, of ages ranging from 20 
to 26, with no evidence of structural damage to peripheral blood vessels. 
There were seven elderly patients, all of whom showed clinical evidence of 
generalized atherosclerosis. 

All were initially treated with a preparation of kallikrein bound to poly- 
vinylpyrrolidine of low molecular weight (‘depot-glumorin’). The pre- 
paration was given into the buttock by deep intramuscular injection from a 
cool syringe which had not been in contact with alcohol. A single daily dose 
of 40 units was given for four weeks. At the end of this period, the dose was 
gradually reduced until a suitable maintenance dose for each individual 
patient had been established. Assessment of progress was by subjective and 
objective clinical impression, aided by colour photography. 

RESULTS 
The three young patients showed no improvement at all. The only interest- 
November 1960. Vol. 185 (661) 





662 THE PRACTITIONER 


ing observations in this group were that one patient, aged 20, while being 
treated with kallikrein experienced severe dysmenorrheea for the first time 
in her life, and later had her first attack of migraine. In contrast, six of the 
seven older patients all became much better and remain so. Some case 
histories demonstrate this. 


Mrs. M.B., aged 57, had had a very stormy history including odphorectomy, 
thyrotoxicosis, radical mastectomy, and rheumatoid arthritis. She had also had a 
left cervicodorsal sympathectomy, right lumbar sympathectomy, amputation of 
the distal phalanges of the left hand and a below-knee amputation of the right leg, 
all for gangrene. In August 1958, she was admitted to the General Infirmary, 
Leeds, because of gangrene of the pulp of the right index and middle fingers. The 
intention was to amputate the affected parts. She was treated with daily injections 
of 40 units of ‘depot-glumorin’ and by November the gangrenous areas had healed 
completely and her extremities were warm and pink. The dose of the preparation 
was gradually reduced to 40 units every two weeks, and in November 1959 she 
remained quite well with no recurrence of gangrene. 

Mrs. E.T., aged 73, had had all her toes amputated, as well as four fingers of the 
right hand and four of the left hand for gangrene, most of them to the proximal 
interphalangeal joirit. She had also had a bilateral cervical sympathectomy. When 
admitted in October 1958, she had incipient gangrene of both thumbs. She was 
treated with 40 units of ‘depot-glumorin’ daily for four weeks, and with antibiotics 
to combat superficial sepsis. By August 1959, the dose had been reduced to 40 units 
weekly, and her extremities were healthy. 

Mrs. E.M.H., aged 53, had four years’ history of coldness and cyanosis of the 
hands before her admission to hospital in November 1958. Some improvement had 
been produced by upper dorsal sympathectomy ten months before admission. She 
was hypertensive and, on admission to hospital, her hands were blue and swollen 
with a pulp ulcer of the left index finger. She was treated with daily injections of 
40 units of ‘depot-glumorin’ and, after three weeks, showed considerable improve- 
ment. Daily injections were continued for five months and improvement was 
maintained but, because of soreness and tenderness at the injection sites, the patient 
asked for treatment to be stopped. This was done and, despite a heat wave, within 
seven weeks she had reverted to her original condition. Daily injections were 
resumed and, after five weeks, her condition had improved again. Unfortunately, 
she is developing very tender indurated areas at injection sites, and this limits the 
frequency with which injections can be given. It seems that three injections weekly 
control her vascular condition fairly adequately, but cause great discomfort. She 
can tolerate two injections a week but on this regime her hands deteriorate. Efforts 
are still being made to establish a satisfactory maintenance regime for this patient. 


The other three patients who have improved are now well maintained on 
doses of from 40 units weekly to 40 units fortnightly. The only side-effect 
which has been observed in elderly atherosclerotic patients has been 
tenderness at the injection site, and one patient experienced an itching 
erythema at the site of injection which made it necessary to stop treatment. 
When treatment was stopped an oral preparation of kallikrein was tried. The 
patient was highly satisfied with the results of this but objective assessment 
did not support her enthusiasm. Lactose tablets, identical in appearance 
with the oral preparation of kallikrein, were substituted, and the patient re- 
mained very satisfied with this treatment for many months, until she 
emigrated. 

DISCUSSION 
The ability of kallikrein to dilate blood vessels has been adequately estab- 
lished by Frey et al. (1950) in an exhaustive series of animal experiments. 
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Mikuni and Ibaraki (1956) reported five cases of improvement of vision 
following treatment with kallikrein of atherosclerotic patients with throm- 
bosis of the central retinal vein. Drassdo and Baege (1959) report improve- 
ment of peripheral circulation assessed by oscillometry and arteriography in 
31 elderly patients with atherosclerosis, one with Raynaud’s disease, and 
one with endangiitis obliterans. Molly (1954) reports improvement in a 
patient without structural disease of the peripheral blood vessels. 

In the small series which is reported here, perhaps the most interesting 
feature is the total failure of the preparation used in young girls and its 
striking success—six amputations have undoubtedly been postponed—in 
older patients, all of whom showed clinical signs of atherosclerosis. Improve- 
ment was only observed after three to four weeks’ treatment but, once this 
was established, it rapidly became possible to reduce the dose in all cases 
except one to an acceptable level. 

The injection technique is important, for kallikrein is thermolabile and 
known to be destroyed by alcohol. A cool syringe which has not been 
immersed in alcohol is therefore essential. The injection site should be 
varied to reduce, so far as possible, the tenderness at the site of injection of 
which all patients complained. 

The mechanism of the vasodilator action of kallikrein is still largely 
unknown. From the observations in this series it seems to be effective 
therapeutically only in those patients who have structural damage to peri- 
pheral vessels, and in such patients there is a considerable interval between 
starting treatment and observing clinical improvement. 


SUMMARY 

In a series of 10 patients suffering from peripheral circulatory disturbance, 
six showed marked clinical improvement after treatment with injection of a 
preparation containing kallikrein. All these patients showed clinical evidence 
of atherosclerosis. One patient with atherosclerosis reported subjective 
improvement on an oral preparation but this was maintained with an oral 
placebo. Three young women with poor peripheral ‘circulation but no 
evidence of structural disorder of blood vessels showed no improvement. 
The injection technique is described. 

It must be stressed that these findings represent no more than a clinical 
impression gained from a small uncontrolled trial. The investigation was 
approached by the author with great scepticism and was originally intended 
to be merely a pilot trial to see if the subject was worth pursuing. This report 
is made in the hope that other investigators may try to confirm or refute it. 

My thanks are due to Mr. H. Shucksmith who referred the patients to me, and to 
F.B.A. Pharmaceuticals Ltd., for supplies of ‘depot-glumorin’. 
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SOCIAL CASE-WORK IN A 
DERMATOLOGICAL DEPARTMENT 


By MARY BRUETON 


Psychiatric Social Worker, Cardiff Royal Infirmary and St. David’s Hospital, 
Cardiff 


‘In a number of cases, perhaps the majority of the difficult eczemas, the nervous 
factors are bound up with difficult domestic or working environmental factors. In 
these cases a trained almoner is invaluable, and most large skin departments now 
use an almoner extensively for the investigation and relief of this type of case’ 
(Ritter, 1956). 

SOcIAL case-work is not concerned exclusively with sick people. Rather is it 
a technique for trying to solve some human problems of living. By means 
of entering into a professional relationship with the patient, the social 
worker tries to understand the meaning of the complaint to the patient as an 
individual, both at a physical and emotional level and attempts to solve 
some of his or her difficulties (including sometimes denial that there is any 
difficulty). This means trying to discover in certain illnesses whether the 
illness causes, or is the result of, personality problems. Sometimes no-one 
is very clear or agreed about this but, so far as the social-worker is concerned, 
whichever way round it happens, worker and patient have to encounter and 
try to come to terms with the total situation. 


ASSESSING THE PATIENT’S PERSONALITY AND ENVIRONMENT 
This involves an assessment and understanding of the dynamics of the 
patient’s personality and his relationships with his family and the com- 
munity. The social worker, for example, has to try to understand some of 
the patient’s life and work history, especially childhood experiences, so as 
to be able to make an assessment of his strengths and weaknesses. She has 
to discover why the patient became ill at this particular time; how he feels 
about his illness; what things precipitated the onset and how far he is 
reacting to this illness as he has to other situations of stress in his life; how 
the illness affects his total personality functioning; what other things are 
perpetuating his illness; how much regression there is to an earlier level of 
development; how much understanding he has of the significance of the 
illness to him. This does not mean that she is attempting psychotherapy— 
this is not within her competency; but, by coming to this understanding of 
the patient’s personality, she tries to help him to act more effectively in 
dealing with his life problems and this often leads to an improvement in 
his health and sense of well-being. No deep change of personality is ever 
attempted. It is enough to try to bring about a change of attitude, perhaps 
without the patient being aware of this, or acknowledging it. It is enough for 
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the case-worker to see that there is a change of behaviour, that the patient 
is using his resources of feeling more economically and that there is less 
‘waste of spirit in an expense of shame’. 

Such a study of the patient sometimes reveals a need for psycho-medical, 
rather than psycho-social, help. Especially is this the case with some skin 
patients who are depressed and need medical help before they can be available 
for case-work. Sometimes, too, they may need help from a social worker in 
order to be brought to terms with, and face, their fears about what psy- 
chiatric help will involve. 

Assessment of the patient’s environment is the traditional form of social 
work. The patient may be helped practically with problems of budgeting, 
housing, child care and the use of social and welfare services, both voluntary 
and statutory. Case-work often starts with what is presented as a simple 
referral by a consultant for help by these material means and it is in initiating 
assistance at this level that more complex personal problems are revealed. 

An example is Malcolm, a boy of 17 with a life-long history of eczema and asthma, 
who was recently referred for help in seeking suitable employment. At the time of 
referral he was employed as a milkman and had been very conscientious and keen 
about his job until he felt that his employer was giving more favours to another 
young fellow-employee, and that he was being passed over. This feeling coincided 
with the occurrence of widespread eczema and it was eventually necessary for him 
to be admitted for inpatient treatment. In hospital his condition improved rapidly. 
During interviews with him I was able to ventilate his feelings about his skin. One 
of his great difficulties had always been his poor capacity for social relationships and 
his special worry at the moment was that he would never get married as no girl would 
get fond of him because of his eczema. Thus, practical help was combined with 
getting the lad to express some of his chronic emotional problems and come to 
terms with them. 

In attempting to make a plan to help, it is usually necessary to study 
both aspects of the individual in his environment, gauging especially positive 
strengths in the patient’s personality and his situation so that goals may be 
realistic for him. For instance, it is useless to plan for a mother with young 
children to go off for a long convalescence when her husband is unstable 
enough to neglect his home and family in her absence. 

The case-worker avoids being directive, because the main objective— 
that of the patient’s well-being—is best reached by getting to know how the 
patient sees himself and this means trying to get him to reveal himself and 
know what he himself feels about his problems and, if possible, to see 
himself in relation to his problems in some sort of perspective. As someone 
has said, if you ask questions you only get answers and often they are what 
the patient thinks we want to hear rather than what he really feels about his 
situation. It is necessary to know, not just the facts, but also his feelings 
about the facts, to improve the situation and modify old patterns of reacting 
to the state he finds himself in. This does not mean that every patient needs 
intensive and passive study, but it is as a result of these methods that a 
realistic assessment of needs can be made. 
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ADULTS WITH SKIN DISORDERS 

A common mechanism used by a skin patient is denial. He will often say 
either that he has no emotional problem and that all he has is a bad skin, 
or that, if he has, it is nothing to do with the illness. This negation has to 
be worked through. This is perhaps the place to point out that the case- 
worker has no placebo (save where there is a question of welfare or housing 
to be considered) to offer the patient. She therefore needs some support 
from the medical staff to ‘get over’ to the patient from the very beginning, 
and so help to ease the patient into the right relationship. This is particu- 
larly important because, unless he has had similar help before or has 
undergone psychotherapy, the patient has to be ‘sold the idea’ that talking 
can help his skin condition to clear up. Thus, the way the doctor refers the 
patient to the worker is of great importance. The doctor also wants to be 
clear himself about this and to be sure that the patient understands that the 
case-worker is not taking the patient away from the doctor. It is a question of 
combining different skills, with the patient and his situation as the focus 
and therapy as the goal. 

Often the timid patient will tell the case-worker things which are very 
relevant to his condition but which he feels the doctor does not want to 
know, or has not the time to listen to: possibly stresses in his life situation 
which he does not connect with his illness, but which do in fact keep 
coinciding with exacerbation of his condition. Frustration, disappointment, 
unemployment, loss of status, rejection, difficulties in social relationships 
are all factors to be considered in the precipitation and perpetuation of 
skin disorders. 

The personality of the skin sufferer often seems to be a meek, repressed 
one: someone who has never offended anybody. 

Such was the case of Mrs. E., a woman who looked older than her 45 years, and 
whose skin disorder had started for the first time two years before when she was 
faced with a combination of stresses. She had lived a life which entailed an amount 
of self-sacrifice, starting in her early youth with nursing a hypochondriacal mother 
who, incidentally, lived to a ripe old age. Her married life, neverideal, due to lack 
of warm relationship with her husband, had recently been complicated by her 
husband having long periods of unemployment and illness. She herself had a few 
years ago been very worried when she had a gall-bladder operation, in case it was 
something malignant. 

She developed psoriasis after being given a baby nephew to take care of but as 
soon as the child was toddling her sister-in-law took him back without any explana- 
tion. Her condition was exacerbated soon after this when her eldest daughter left 
home and went to live with her fiancé’s people. In due course she had a ‘white 
wedding’ for which Mrs. E. prepared being unaware that her daughter was already 
pregnant. Her condition became much worse after this marriage and she also became 
very depressed, unable to sleep and finally had to be.admitted as an inpatient. 

After getting to know Mrs. E. in the ward I saw her for office interviews, helping 
her to ventilate her feelings about the way she had been put upon by her mother, 
her husband, her daughter and everyone else. After expressing this, which she had 
not been able to do before, we were able to talk about how she might act differently 


when faced with these situations again, but she had a great deal of hostility to be 
worked through, particularly her husband’s avoidance of discussion of any personal 
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problems, before she could see how she herself was involved in bringing about the 
situations she found herself exploited in. Case-work interviews were planned to help 
her ventilate this hostility first of all and I saw Mrs. E. four times while she was an 
inpatient and arranged to see her after her discharge. While in hospital her skin 
cleared. When asked why she thought she had got better in hospital, as well as her 
tribute to medical and nursing care, Mrs. E. showed awareness of the value of being 
able to talk about her feelings and her ability to change her attitude to accepting the 
masochistic role she had formerly endured. The most convincing proof of this was 
that in the last interview she was actively looking forward to going home, whereas 
when she came into the ward she expressed the wish that she could stay there for 
a long time. 
THE PATIENT AS A SYMPTOM 

Sometimes, although the patient presents himself for treatment, he is only 
part of a neurotic family pattern and is not the most disturbed member of 
the family but develops a skin condition as a sign that he is the symptom 
bearer of the stresses inside his home situation. Often this phenomenon 
occurs with marital partners bearing outward signs of inward disease. 
(Children sometimes also produce skin disorders reactive to disturbances in 
parental relationships.) 

One outpatient, Mrs. M., a pretty woman in her 30’s who was suffering from 
pruritus, was referred for help with her marital relationship. It became obvious in 
the course of a few interviews that her condition was helping her to avoid physical 
relationship with a husband who was chronically mentally disturbed. There were 
two children, neither of whom was wanted by the husband, and both had been 
treated by psychiatrists and pediatricians in various clinics for asthma and behaviour 
disorders. The boy was a bedwetter. 

In this type of case, strategy has to be resorted to, to get the member of 
the family most in need of help to come to the clinic; often, as with this 
family, he is the last one to be treated as he refuses to participate in treat- 
ment. In a situation such as this, it is sometimes an advantage not to be 
directly connected with the medical staff, as the case-worker has not the 
same ethical considerations about interviews with people who are not 
referred patients. 

Help at the beginning of the illness is very much a thing to be aimed for 
in case-work as in medical treatment. Early help may do much to prevent 
the patient developing feelings of unworthiness or guilt which may in time 
be built into his personality. ‘Too often the skin patient has a concept of 
himself as somebody who is damaged and therefore has great feelings of 
inferiority which need to be ‘verbalized’. 'To make the patient aware of how 
much he can change the reality of his condition and how much he will have 
to accept it and how to come to terms with the disability is something best 
learnt while the patient is young enough to be flexible in personality. 

For adolescents, group discussions can often help to overcome feelings 
of isolation. They derive a great deal of satisfaction and support from each 
other. By using the group method and explaining the social, psychological 
and medical implications of the material which they may produce in the way 
of questions and observations they can be helped at an intellectual level 
and, by knowing that their reactions are shared, at an emotional level also. 
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THE PARENTS OF CHILDREN WITH ECZEMA 

The mother of a child with eczema often has a number of problems. As in 
the case of adult patients, we must first get to know her. She may have a 
deep sense of guilt and often she has already been exposed to much advice 
of one kind and another. Barbara Woodhead (1955) has pointed out that in 
the asthma-eczema syndrome there is a disturbance in the mother/child 
relationship amounting to rejection. From my own experience, I have found 
that it is not so much downright rejection but unreadiness for the maternal 
role generally, rather than this particular baby, which causes difficulties, and 
it may be from this immaturity that the baby’s feelings of insecurity arise. 
This means, of course, that the first-born is particularly vulnerable. 

One of the most helpful things for parents is to try to get them to see the 
skin condition as a challenge rather than a chore. But this is not easy, nor is 
it always realistic. To tell the mother of a baby who is covered from head to 
foot with skin lesions that this is something to accept with equanimity is 
being quite unrealistic. She often comes to the clinic after many broken 
nights and unsuccessful treatment with masses of ointments, and her whole 
feeling at the time is that, instead of the beautiful dream child, she has 
produced a damaged object. Even the application of messy ointments which 
discolour the baby’s skin and clothing is a blow to her pride in her grooming 
of the baby and she needs help to ventilate these feelings, without too much 
quick reassurance at first. 

In talking to the mother the case-worker has to have the time to allow her 
to come to understanding in her own way and by circuitous paths if neces- 
sary. In discussing problems in the family situation and her personality, it is 
no use telling the mother these are not the real ones. The start of case-work 
is where the mother feels the difficulty lies, and in this respect, too, there is 
a difference from the medical approach. Sometimes a mother will say that 
all that is necessary for the child to be well is that she should be rehoused, 
and it is often expedient that the family be rehoused before the parents can 
appreciate that it is the disturbance of their relationship which keeps the 
eczema going and not the admittedly poor housing situation. 

Where there is a family history of eczema, the mother may be convinced 
that the child will turn out like Uncle Fred or Aunt Florence, or whoever it 
may be, and the reaction on the baby will be most unfortunate. In such cases 
a battle of blaming often goes on, mother and father saying it is all each 
other’s fault. These attitudes and what underlies them have sometimes to be 
explored as it is often only a peg to hang hostility on and it is necessary to 
know what determines the need for parents to attack each other in this way. 

Often the unfortunate baby is exposed to all kinds of peculiar ‘therapy’: 
old wives’ remedies, the well-known shopping from doctor to doctor— 
and herbalists who seem to provide the most expensive, if not the most 
reliable, aids to cure. 

Coping with the mother’s anxiety can be quite wearing and one needs to 
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be careful to avoid being caught up in it. She may feel that she has done 
something wrong to deserve this terrible thing and will over-protect the 
baby. The baby seems to feel this over-anxiousness and later is consciously 
aware that he is treated differently from his siblings or other children he 
comes into contact with, and begins to feel that he is different because of this 
special attitude to him. To help the mother it is often necessary to know 
what kind of person she is and what old feelings, old relationships, or old 
experiences are being revived when she has to cope with an eczematous 
child. If it is her first child, she often maintains that she will never have 
another to suffer like this one. 

A typical mother of this type is one chronologically young and emotionally 
immature. She probably lives with her mother who dominates the home. 
The father in such a family is often attached to maternal grandmother and 
has little maturity to give the necessary strength to allow the mother to 
grow up. The case-worker tries to support the mother in an attempt to do 
this, sometimes in fact has almost to give her permission to be a mother. The 
mother needs first of all to acknowledge, without feeling that she is being 
judged, condoned, or condemned, that she has a sense of failing as a mother 
(a role she may think she was not ready for anyway). Her feelings of help- 
lessness and her hostility to the little creature who breaks her sleep and 
throws her more and more back on maternal grandmother’s advice and 
domination have to be accepted and interpreted. With this understanding of 
the mother’s experience of maternity as a very mixed one, case-work can 
try to help the mother to come to terms with her feelings and so avoid her 
‘acting out’ in overprotecting the child or passing him right out of her care 
to grandmother or the custody of the hospital. Even to know that handling 
the child with eczema will not hurt him is a reassuring thing to some young 
mothers who are sometimes afraid to fondle or cuddle their babies. 

Having established a good relationship with the case-worker, the mother 
will then relate all kinds of anxieties and fears related to her child, including 
the realistic one—the prospect of the child developing asthma after the skin 
has cleared—and the case-worker has to try to modify these. Often the mere 
bringing of things out into the light of day has the effect of making them 
more manageable and able to be seen in better perspective. 

There is a real danger that the mother of an eczematous child will in- 
fantilize him and the skin will serve as a reason for his remaining a perpetual 
baby. The child will quickly realize that he can keep his skin rash for 
secondary gain to ensure that this over-protection continues. 

I have recently seen a child of 9 years of age who for seven years has kept his 
family in a state of complete subjection and who will tell his mother that if she does 
not give him what he wants he will scratch. Both parents take turns to come up to 


see him after bedtime and throughout the night when he calls, and he will scream 
if they do not appear at once. 


This monopolizing of the mother to the detriment of the rest of the family 
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does not result in the child being happy even when he wins what he wants, 
because he then feels a great deal of guilt, as children do who know secretly 
that they are getting more than their share and this increases his personality 
problems in the end. 

Mothers also need to be protected against the social disapproval of 
eczema: ‘Is it catching?’ is the question that mothers tell me they hear 
constantly when they take their children on buses and in parks. Some general 
public health education could be helpful here, to allow more toleration of 
children with skin disorders. The isolation and depression of the mother 
who has to try to hide or excuse her child’s skin can be a very sad thing. And 
all this restricts the child’s activity, in addition to the other restrictions which 
the mother herself makes in ignorance: for instance, that the child must not 
be allowed to crawl on the floor or otherwise come into contact with dirt. 
These are all attitudes which run counter to the child’s growing-up and 
need to become independent of the mother. The child, too, may often use 
scratching as a substitute for more direct erotic gratification. Sometimes a 
ritual of dressing and cleaning and ointment anointing comes to mean a 
special thing to mother as well as child and they become involved in a very 
closed pattern of behaviour from which other members of the family are 
excluded. 

The understanding of these mechanisms and explanation of them to 
parents at such a time in the case-work process as they are able to accept and 
understand it is most valuable. I find it useful to see both parents together 
soon after referral, especially if there is a history of eczema on the father’s 
side of the family. This is the opportunity, if advice has to be given at all, to 
stress the need for a consistent attitude to the child by both parents so far as 
possible, and to warn them of the damage which can be done in trying to 
make the child compensate for his skin by being the clever one (he will 
think of this himself soon enough!). Early help is vital to the parents’ under- 
standing, and the extra time spent with them when they first ask for help 
with the child is an economy in time and will result in a saving of unnecessary 
human ordeal. 
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A MOBILE CONSULTING-ROOM-DISPENSARY 


By J. NICKSON, M.B., B.S., D.Osst.R.C.O.G. 
Chieveley, Berks. 


ON taking over a scattered rural dispensing practice with several branch 
surgeries, I soon became aware of the many difficulties of organization 
involved in running such a practice efficiently. Only the minimum amount 
of equipment can be economically provided at each of a number of branch 
surgeries and there is a limit to what may be carried in the car. Again, a 
patient’s attendance cannot be restricted to one surgery; consequently it is 


Fic. 1 The mobile consulting-room-dis- 
pensary. 
practically impossible to keep and refer to continuous medical records each 
time he attends or is visited. Furthermore, it is difficult to maintain at every 
branch a reasonable stock of all the medicines that may be required. 

Nor is it easy to provide suitable accommodation in the average village. 
All too often patients have to wait in the back kitchen within earshot of one’s 
questions (or, worse, the answers) while one struggles to examine the 
abdomen of a patient lying bent up on the sofa or flat on the floor. In many 
instances patients have to wait in the street. 

To be housed under suitable conditions, and to have at all times every 
drug and item of equipment to hand when required, one must face the 
prohibitive cost of providing, equipping and stocking several consulting- 
room-dispensaries and their waiting-rooms (assuming sites to be obtainable) ; 
yet there still remains unsolved the difficulty of the patients’ records. 


ADVANTAGES OF A MOBILE UNIT 
All the requirements of a scattered rural dispensing practice can be met, and 
all its main problems solved, by the use of a mobile consulting-room-dis- 
pensary carrying all the drugs and equipment of a normal practice and its 
medical records. The mobile unit can be driven at fixed hours to waiting- 
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rooms provided at each village—it is relatively easy to hire for an hour or two 
weekly a room with a few chairs and available heating for such use—and it 
may also be used for domiciliary visits. 


DESIGN AND INTERNAL ARRANGEMENT 
For a prototype a Standard Atlas delivery van has been used (fig. 1) and the 
roof raised to an internal height of 6 feet 2 inches (1.85 metres). Excluding 
the driving cabin and allowing for fibre-glass packed cavity walls the internal 
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Fic. 2.—Interior from behind doctor’s seat. 


length is 8 feet (2.4 metres) and the width, 4 feet 6 inches (1.35 metres). The 
present modified vehicle seems to present a reasonable compromise between 
mobility and available internal space, although I understand that a high-top 
van has recently come on the market which may be more suitable for 
modification. 
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The internal arrangement is shown in figures 2 and 3. The driving cabin 
is separated from the unit proper by a solid bulkhead except for an opening 
behind the driving seat for rear vision. When parked a curtain may be drawn 
across this. 

A hinged examination couch of standard size extends along most of the 
right side of the unit. When not in use the body of the couch lies folded up 


Fic. 3.—The internal arrangement of the consulting-room- 
dispensary. 


against the side wall and the head (adjustable for angle when in the position 
of use) drops down against the front bulkhead. Below the body of the 
foldaway couch is a long working-bench top over a range of cupboards and 
drawers and a metal filing cabinet. Above the couch are high-level wall cup- 
boards for drug storage. To the rear of the foot of the couch is a small 
handbasin below which are stored medicine bottles and a Calor gas cylinder 
which supplies a sterilizer and small instantaneous water heater above the 
basin. The patients’ entrance is at the front end of the right side of the 
compartment and is barred by the head of the examination couch when the 
latter is raised up in use. 

The patients’ double seat is against the bulkhead to the side of a radio- 
telephone, and the latter is so placed in relation to the bulkhead opening as 
to be accessible from both the driving seat and consulting area. Along the 
left side of the unit from front to rear are further high-level wall cupboards, 
a Calor gas space heater with weighing machine beneath, a curtain which 
may be drawn across the compartment when patients undress, further 
record card cabinets, and the doctor’s desk and seat. 

Below the doctor’s seat is a water storage tank from which water is pumped 
by a small device on the hand basin. By regulating the instantaneous water 
heater either hot or cold water may be delivered to the basin by this pump. 
Renewal of the gas cylinder or water supply can be effected through a rear 
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door which is normally locked. This door has a window providing rear 
vision when driving but which is curtained off with translucent material on 
parking. Further«laylight and ventilation is obtained through an adjustable 
plastic roof dome. An extra 12-volt battery supplies power for lighting, 
radio-phone, and a fan or cautery machine. 

Ample cupboard space is provided for all the drugs and equipment of a 
conventional consulting-room-dispensary, even for bulkier items such as 
oxygen and transfusion equipment. 


COMPARISON WITH CONVENTIONAL SYSTEM 
By the use of this type of equipped unit one can be contacted and travel 
immediately to an emergency in the practice confident in the knowledge 
that everything is at hand to cope with any situation and that the patients’ 
notes are available for reference. Again, when visiting in the remotest parts 
of the practice any medicines or other treatment may be given immediately, 
thus saving doctor and patient journeys to the nearest surgery. 

The functional advantages of this type of mobile surgery are obvious. 
Considering the financial aspect, one has to provide only one unit which, on 
average, is much cheaper initially than the conventional type. There is, of 
course, greater depreciation, but I am informed that income tax depreciation 
allowance amounts to 55 per cent. of the initial outlay in the first year and 
25 per cent. of the diminishing remainder in subsequent years. There is no 
depreciation relief for conventional premises. Petrol consumption is a little 
higher for this type of vehicle than for the usual doctor’s car—though the 
present vehicle averages over 20 miles per gallon. There is also the item of 
hire of waiting-rooms but, on balance, I believe that financially this method 
compares favourably with its conventional counterpart. 


PERSONAL APPRAISAL 
Apart from the effort of driving a heavier vehicle and the doubtful dis- 
advantage of a small surgery I have found during its use over the last twelve 
months that the mobile unit has provided an efficient solution to all the 
problems I had previously encountered in this rural dispensing practice. 


A CASE OF GOUT IN A TEENAGER 


By GEORGE SPANOPOULOS, M.D. 
Athens 


ALTHOUGH a first attack of gout may occur at any age, it is generally recog- 
nized that a first attack is uncommon under the age of about 30. A classical 
exception to this rule is the case which Trousseau reported as occurring in 
a child of six. In view of the relative rarity of gout in the young, interest 
attaches to the following case, in which the first attack of gout occurred at 
the age of 18. 


CASE HISTORY 
The patient was a Greek sailor, aged 18, who came to see me in March 1960, 
complaining of pain in his feet. His history was that in May 1959, while serving in a 
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cargo boat in the Indian Ocean, he was awakened one night by a severe pain in the 
left big toe. The following day an acute pain developed in the left tarsus and heel, 
and the big toe became swollen. He was given aspirin, and hot fomentations were 
applied to the foot. The pain gradually diminished, but he had to stay in bed for a 
week and even subsequently he had difficulty in walking. 

In September, 1959, he had a similar attack, and this time he was admitted to 
the Hippocrateion Hospital in Athens. Blood examination showed a raised blood 
level of uric acid: 7.3 mg. per cent. He was given a course of probenecid and three 
injections of phenylbutazone. After a week’s treatment the blood uric acid had come 
down to the normal limits: 3.8 mg. per cent 

When he came to see me on March 25, 1960, he was complaining of pain in the 
left foot. Examination revealed a minor degree of swelling of the left big toe with 
slight ecchymoses of the overlying skin. The tarsal and metatarsal joints were pain- 
ful, but there were no tophi or any other signs or symptoms related to gout. Blood 
examination revealed a rise of the uric acid to 6.2 mg. per cent. and an increased 
erythrocyte sedimentation rate as estimated by the Westergren method: 20 mm. in 
one hour. X-rays of the feet revealed no abnormality. 

His family history showed that his maternal grandfather and an uncle suffered 
from a severe form of ‘rheumatism’. 

The treatment prescribed on this occasion consisted of three injections of phenyl- 
butazone, followed by 100 mg. of sulphinpyrazone (‘anturan’) once a day and 
0.5 mg. of colchicine twice a day. The response was satisfactory. 


SUMMARY 
A case of gout is reported in a young man, aged 18 years. 


A CASE OF PRIMARY OVARIAN PREGNANCY COMPLICATED 
BY RUPTURE AND INTRA-PERITONEAL HEMORRHAGE 


By DAVID L. HARRISON, M.B., B.CuH. 
Sevenoaks, Kent 


OVARIAN pregnancy is one of the rarest forms of ectopic pregnancy; only 
168 cases with adequate criteria for diagnosis had been reported up to 
December 1958. The occurrence of ‘primary’ ovarian pregnancy, that is to 
say fertilization of the ovum in its ruptured follicle and implantation 
in situ, cannot be considered conclusively proved. The present case is one 
of those which demonstrates all the features which might be expected in an 
early pregnancy of this type and therefore seems worthy of a detailed 
description. 
CASE RECORD 

The patient, a British housewife aged 34 years, was seized with sudden violent lower 
abdominal pain on the morning of January 30, 1960. She had missed one period, 
the first day of the last normal menstruation having been December 12, 1959. Her 
periods had previously been quite regular, lasting five to six days, with a twenty- 
eight day cycle. She had had one previous pregnancy in 1954, with a full-time 
delivery of a normal infant. There was nothing relevant in her past personal or 
family history, but she had noticed a severe pain in her lower abdomen one week 
before for half-an-hour and this had persisted slightly until the next day, whiist 
two weeks before admission she had felt slight pain in the same situation. 

After its onset on the morning of her admission the pain, of which she now com- 
plained, had become continuous and severe and she fainted several times and 
developed a cold sweat. The pain was accentuated by breathing but was not referred 
to the shoulder. She had passed one loose stool, but this was not a melzna and she 
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had vomited once but the vomitus had not contained blood. There was no vaginal 
discharge or bleeding at all. 

On examination she was very collapsed, anemic and in severe pain. Her skin 
was clammy, the pulse was thin and the rate 85 a minute. The blood pressure was 
70/0 mm. Hg. There was marked tenderness, with guarding and rebound tender- 
ness, in the lower abdomen, maximal on the right side. A clinical diagnosis of rup- 
tured ectopic pregnancy was made and at operation, through a lower mid-line 
incision, at least 4 pints (3.25 litres) of blood and clot were found in the peritoneal 
cavity. As the patient’s condition had hardly allowed time for cross-matching of 
blood, 2 pints (1 litre) of blood were baled out in the theatre, filtered into citrated 


1.— Macroscopic appearance of Fic. 2.—Histological section of specimen 
specimen removed at operation, removed at operation, showing many 
showing deep plum-coloured cystic chorionic villi and islets of tropho- 
mass extruding from the ovary. Each blasts (normal low-power magnifica- 
division of the scale equals 1 mm. tion) 


bottles through sterile gauze and returned to her circulation by auto-tranfusion. 
A ruptured right ovarian pregnancy was located and right o6phorectomy and partial 
salpingectomy were performed. It was noted that the uterus contained many fibroids. 

The patient's postoperative recovery was uneventful ; she received altogether 
4 pints (3.25 litres) of cross-matched blood in addition to the 2 pints (1 litre) of 
her own blood. One pint (0.5 litre) of ‘intradex’ and 1 pint (0.5 litre) of dextrose 
saline were given preoperatively. 

The specimen removed (fig. 1) showed a deep plum-coloured cystic mass ex- 
truding from the ovary. This measured 2.5 x 1.5 x 1.5 cm. The cut surface revealed 
a foetal sac surrounded by placenta in continuity with the ovary and in close appo- 
sition to the corpus luteum. Histological sections (fig. 2) showed many chorionic 
viili and islets of trophoblast together with probable foetal remnants, the whole sur- 
rounded by blood clot. They also confirmed that the foetal remnants were adjacent 
to, and in direct continuity with, the corpus luteum of pregnancy. 


DISCUSSION 
This case satisfies the basic criteria laid down by Spiegelberg (1878) for the 
diagnosis of ovarian pregnancy, and later amplified by other authors, Further- 
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more, the close proximity of the foetal sac to the corpus luteum of pregnancy 
strongly suggests that fertilization and implantation had occurred at the 
site of rupture of the Graafian follicle. Some clinical features are also of 
note, and the complete absence of any vaginal bleeding or discharge, which 
often occurs with tubal ectopic pregnancy, is a point of interest. The patient’s 
age is significant since Baden and Heins (1952), reviewing go cases from the 
literature, found that the average age of incidence was 30 years, but these 
authors found that previous normal pregnancies in the subjects of ovarian 
pregnancy were rather infrequent, 50 per cent. having had no previous 
pregnancy and of the remainder only about 66 per cent. had reached a 
viable stage. They estimated the average incidence of ovarian to uterine 
pregnancy to be 1 in 24,453. 

A further interesting feature in the case now recorded was the employment 
of auto-transfusion to expedite the patient’s recovery from extreme collapse. 


Special thanks are due to my colleagues of the medical and nursing staff of 
Sevenoaks Hospital for their help with the case and in the preparation of this 
report, especially to Mr. S. F. Russell and Dr. K. J. Randall. 


SUMMARY 
Details are given of a case of primary ovarian pregnancy, complicated by 
rupture and intra-peritoneal haemorrhage. 
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A TWO-TABLET ORAL PREGNANCY TEST 


By G. L. HIGGINS, M.B., Cu.B. 
AND W. R. SADLER, M.B., Cu.B. 
Bristol 


Tue differential diagnosis of secondary amenorrheea at an early date is a 
matter of importance to the general practitioner, as for example in the case 
of an unmarried woman or a menopausal woman in a state of considerable 
agitation and distress at the thought of a pregnancy. The existing urinary 
gonadotrophin tests are accurate, but to the general practitioner the method 
is cumbersome and lengthy. Although the result of the test may be known 
in twenty-four to forty-eight hours, there may be several days’ delay beyond 
this before the result reaches the practitioner. In addition, the collection and 
transmission of the specimen represent considerable inconvenience to an 
already busy person. Because of these difficulties we were greatly interested 
in the use of progesterone-cestrogen withdrawal bleeding as a guide to the 
differential diagnosis of early amenorrhea. The underlying principle 
depends on the fact that progesterone is able to produce withdrawal bleeding 
in patients with a proliferative or estrogen-prepared endometrium. In the 
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absence of a proliferative endometrium, as with a decidual reaction, or 
before the menarche, or after the menopause, no bleeding will occur 
(Matthew, 1956). 

The product actually used was ‘primodos oral’. Each tablet consists of 
norethisterone acetate 5 mg., and ethinylestradiol o.01 mg. The two tablets 
are taken on each of two successive days. If the amenorrheea is of psy- 
chosomatic origin, then bleeding resembling a normal period occurs within 
three to seven days. If the amenorrheea is due to an early pregnancy no 
bleeding occurs, as the tablets augment the normal hormone production of 
the ovaries, so tending to protect the pregnancy. The four-tablet test was 
used at first, each tablet containing norethisterone 10 mg., and ethinyl- 
cestradiol 0.05 mg. 


SCOPE OF THE INVESTIGATION 
The practice is an industrial one with 7,500 patients in an industrial city of 
500,000 population. We undertake the antenatal care of all pregnant patients, 
even when their delivery is to be in hospital. Thus we see all pregnant 
women from a very early stage. The method adopted was to give the tablets 
to all women who had amenorrhcea of short duration, after explaining the 
nature of, and the reasons for, the test. ‘Those women who clearly were 
pregnant, i.e. who were of childbearing age and in whom the uterus was 
easily palpable, were excluded. The long-term accuracy of the test was 
easily assessed, because in such a practice all the patients are under more or 
less continuous observation, and all pregnant women are seen at our ante- 
natal clinic. In the series, from August 1959 to March 1960, 12 patients 
were given the four-tablet test, and 47 the two-tablet test. Of these patients, 
39 were multipara. 
RESULTS 

Four-tablet test.—In four patients bleeding resembling normal menstruation 
was produced by the 7th day, and by the sth day in another: i.e. five were 
not pregnant. The remaining seven patients were confirmed to be pregnant 
clinically and have been since successfully delivered, apart from one 
patient, a multiparous woman, who aborted thirty-three days after the test. 

Two-tablet test.—Bleeding resembling normal menstruation occurred in 
13 patients. No bleeding occurred in the other 34 and pregnancy was 
confirmed in these by their follow-up. There is one qualification, however. 
Of the patients who were subsequently found to be pregnant at follow-up, 
five were noted as having bled at 7, 8 and g days after the tablets. In the 
first case, the bleeding was very slight and lasted only one day; in the second 
there was brown staining for six days; in the third heavy bleeding occurred 
on the gth day and the patient was transferred to hospital with an incomplete 
abortion, necessitating transfusion and dilatation and curettage. As regards 
the validity of the test, however, it is not seriously impaired by these 
apparent exceptions, for they did not resemble true menstruation occurring 
within three to seven days, We had no doubt that the first two patients were 
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pregnant despite their slight bleeding. Thus, in the 47 cases we obtained 
clear-cut results in 46 cases whilst the apparent exception was a positive 
result if the time-limits of the test are strictly applied. 

Period between the test doses and onset of bleeding.—The period before the 
onset of bleeding after the tablets had been taken varied slightly, but all 
were between the 3rd and 7th days after the tablets. 

Period between last menstrual period and the test.—Over half the patients 
(39 of 59) sought advice before missing two periods, whilst a quarter (14 of 
59) sought advice within a week of missing a period, Contrary to our expecta- 
tions, it was the multipara who seemed to come rather more quickly than 
the nullipara patient, for of the 39 patients seeking advice after missing one 
period, 26 were multiparous. 


ABORTIONS OCCURRING IN THE SERIES 
During the two-tablet phase of the investigation, three of the patients 
aborted. Because of the practical importance these will be discussed. 
Theoretically the test tablets should protect against abortion. 

(1) The first patient has already been mentioned. She was 25 years of age, with 
one child. The last normal menstrual period was on September 11, 1959, and on 
October 10 there had been one day’s bleeding. The test tablets were given on the 
77th and 78th days after the last normal menstrual period. Nine days after the 
tablets heavy vaginal bleeding began, requiring emergency admission for transfusion 
and dilatation and curettage. 

Looking back it seems probable that the abortion could not definitely be 
attributed to the test, as the abortion did not occur until nine days after the 
last tablet had been taken. In addition there was the episode of bleeding 
occurring at the time of the expected period. 

(2) The second patient was 35 years old, with five previous pregnancies, two of 
which had terminated in abortion. She was suffering from persistent iron-deficiency 
anemia, a result of bleeding piles. In addition, she had chronic backache and 
sciatica despite operation. The test was undertaken on the goth and 41st days after 
the last menstrual period. Bleeding began on the 1oth day after the tablets were 
taken and a complete abortion occurred. 

(3) The third patient was a 40-year-old patient with four previous pregnancies, 
one of which had terminated in abortion. She took the test tablets 65 days after the 
last normal menstrual period. She aborted 15 days later, requiring emergency 
admission, transfusion, and dilatation and curettage. 

In these latter two cases, both patients had a previous history of mis- 
carriage, and the bleeding did not occur until some time after the expected 
time of bleeding if the patient were not pregnant. In addition, compared 
with other women in the series, those who aborted did not have the test 
tablets particularly early in the pregnancy, as only one patient aborted of 
the 43 who had the test within nine weeks of the last normal menstrual 
period. Furthermore, as the incidence of abortion is stated to be one for 
every five live births, the incidence in the series (4 in 43 pregnancies) is not 
high. Thus, for these reasons, slight in themselves, but each pointing in the 
same way, we feel that the abortions could not be attributed definitely to 
the use of the test tablets. 
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SUMMARY 
A simple two-tablet oral pregnancy test has been investigated in amenor- 
rheea of short duration. It is concluded that it is a simple, safe accurate test 
for pregnancy. 

We wish to acknowledge the kindness of Messrs. Schering A.G., Berlin, who made 
the two-tablet test available to us, and also the cooperation of our patients, without 
which this investigation would have been impossible 
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A DRESSING FOR HERPES ZOSTER 
By A. C. CORBETT, M.B., B.Cu. 


Falmouth, Cornwall! 


COLLODION is often applied as a dressing to avoid secondary bacterial infec- 
tion of the lesions of herpes zoster. Despite this the vesicles may become 
infected under the film. For the past eighteen months I have been using 
‘octaflex’ as an alternative and in each of the seven cases which I have 
treated in this way during this period I have found that it prevented 
secondary infection. 

‘Octaflex’ is an antiseptic plastic dressing containing benzyldiethyl-2- 
[p-(1 : 1 : 3 : 3-tetramethylbutyl)phenoxy] ethylammonium chloride (‘octa- 
phen’) and a synthetic resin in a solvent of ethyl acetate and industrial 
methylated spirit. ‘Octaflex’ is supplied in tubes and in aerosol containers 
with a detachable valve. When applied to dry, non-greasy skin, the solvent 
rapidly evaporates and leaves a transparent, adherent, pliable protective 
film containing 1 per cent. ‘octaphen’. The film is impervious to bacteria, 
permeable to water vapour, and may be washed with soap and water. 
‘Octaphen’ is a quaternary ammonium antiseptic which has bacteriostatic 
activity against Proteus, Pseudomonas and the commoner pyogenic bacteria. 

When the herpetic eruption has affected only a small area of the skin 
I have instructed the patient to apply ‘octaflex’ from the tube. In two cases, 
in which extensive areas were involved, I applied the ‘octaflex’ with the 
aerosol spray. One or two applications have usually been adequate, the film 
remaining until the lesions have healed. In my experience the earlier 
‘octaflex’ is applied the better—preferably before vesiculation has occurred. 
Care must be taken to ensure that ‘octaflex’ does not get into the eyes. 

In addition to preventing secondary infection, I have found that pain 
was greatly reduced in each case. I have not, of course, had sufficient 
experience to state categorically that pain will be eased in every case, but 
I have no doubt that ‘octaflex’ has greatly helped in patients in whom one 
would have expected a good deal of pain. Presumably the relief of pain is 
due partly to the prevention of secondary infection and partly to mechanical 
protection of the skin. 





A CAMBRIDGE CHARACTER 
DR. WILLIAM BUTLER (1536—1617) 
By IRENE LISTER 


CAMBRIDGE doctors were always thought much of, and an early Statute 
decreed that no-one should practise medicine within the university until 
he had a medical degree, or had been approved of by the university exami- 
ners. Licensed practitioners were under the jurisdiction of the Vice- 
Chancellor and therefore had certain privileges, but amoag the physicians, 
surgeons, barber-surgeons, 
apothecaries and bone-setters 
of the middle centuries, there 
was a certain independence 
of spirit which makes one 
doubt whether they would be 
welcomed by patients nowa- 
days. 
Such a doctor was William 
Butler (fig. 1) a Fellow of Clare 
College, who was born in 
Ipswich in 1536 and died in 
1617. He was granted a licence 
to practise medicine by Cam- 
bridge University in 1572, but 
it seems he never took the 
degree of M.D. although he 
was usually known as Dr. 
Butler, and years after his 
death, practitioners would 
as boast that they had studied 
Fic. 1.—Dr. William Butler. (Reproduced by kind ‘under’ Dr. Butler, and gained 
permission of the British Museum.) much credit by just mention- 
ing his name. 


A ROYAL PHYSICIAN 

Butler was a man of temperament, but appears to have been a good diag- 
nostician and was often consulted by other doctors when they were in 
doubt. It was because of his reputation as a diagnostician that he was called 
in by the doctors surrounding the bedside of Henry, Prince of Wales and 
son of James I. The doctor saw very quickly that there was practically no 
hope and, although he cheered the prince with a hopeful manner, he was 
not confident of a happy outcome, and refused to suggest anything in the 
way of treatment, but concurred with what was already being done. In those 
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days it was a delicate undertaking to attend Royalty, for if anything went 
wrong the doctor usually bore the blame. The Prince of Wales died, and 
afterwards it was hinted that he might have been poisoned, so perhaps 
Dr. Butler was justified in his discretion. 

However that may be, his reputation did not suffer and he was subse- 
quently called in on more than one occasion by James I. When, for instance, 
the King had a fall at New- 
market while hunting, Butler 
was sent for, although he was 
almost 80. The doctor had been 
a good rider in his young days, 
but when he was old he had a 
coach with a bed inside, so that he 
could rest as he travelled. On at 
least one visit he changed his 
mind about going to see the 
King at Newmarket, and turned 
back when he was half-way 
there. On subsequent occasions 
a messenger always made But- 
ler ride before him when going 
on the King’s business. 


THE PARSON AND THE COW 
The cure that had first drawn the 

King’s attention to his skill was 

that of the sleepless Cambridge- 

shire parson, who had been 

chosen to preach before His 

Majesty at Newmarket. The ’ 

clergyman, having understood that = Fig. 2.—Mural monument to Dr. William 
the ‘King was a great scholar, Bute, fr the drawing by Cole pre 
studied and worried so much Museum.) 

about his coming honour, that 

he could not sleep. The usual kind friend gave him an _ unfailing 
remedy for insomnia—opium—which was used a great deal in fenland for 
the ague and other ills. The parson, however, was unused to the drug, 
which had been given in a copious dose anyway, and he went into such a 
deep sleep that he could not be roused and was likely to die. So Dr. Butler 
was sent for immediately. 

The great man was very rude to the parson’s wife. Her husband would 
die, she was told, and she would be hanged for allowing him to have the 
drug, and with that Butler left in one of his tempers. He had second 
thoughts, however, when he got to the yard gate and saw the cows coming 
in to be milked, and he turned back and asked the weeping wife if she 
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would sacrifice a cow to cure her husband, to which she eagerly agreed. 
So Dr. Butler had a man kill a cow and cut it open. The unconscious 
parson was then brought down from his bed and put inside the cow’s warm 
belly. Presently the overwhelming heat, or some other remedy obtained 
only from sitting inside a dead cow, did the trick, and after a bit the parson 
returned to consciousness and the realization that he had yet to preach his 
sermon before the King. 


AS FANCY PLEASED 
The old doctor attended patients as fancy pleased, and many times he made 
people of quality wait for hours in their coaches outside his door. Some- 
times they had travelled a great distance and then, after waiting a long time, 
he would refuse to see them. On one occasion a servant brought his master’s 
urine to the doctor, who, having had him admitted, then refused to talk to 
him. The servant declared that the doctor should see his master’s water and 
straightway threw it at Dr. Butler’s head. This show of spirit pleased the 
eccentric man, and he agreed to attend the master and, indeed, cured him. 

On another occasion Dr. Butler was staying in London at the Savoy, and 
his room had a balcony looking out on to the Thames. A nervous patient 
with an incurable shaking came to see him, and on the second visit the 
doctor arranged a surprise for him. A boat had been ordered to stand 
underneath the balcony and, while the patient talked, the doctor gave a 
signal and two hefty men came into the room and pitched the shaking man 
20 feet down into the Thames. When he was hauled into the boat his 
nervous shaking had completely disappeared! 

Another patient came in an all too full-blooded condition, with a red, 
ugly and lumpy-looking swollen face. Dr. Butler was equal to the occasion. 
He contrived a certain device attached to a beam: the patient was hung on it, 
and when almost dead from suffocation he was ‘blooded’ from a vein, so 
letting out the ‘black blood’ and curing his condition. 

Sir Thomas Bodley in his last illness appealed to the doctor to visit him, 
having already sent him a sample of his urine following an examination of 
which Butler pronounced him doomed. Butler’s reply was: ‘Words cannot 
cure him, and I can do nothing else to him; on sight of his water I sent him 
what case he was in’. 

One of his loved patients was Nicolas Ferrar, for whom he did a great deal, 
and it does seem that, although his ‘treatments’ seem strange today, many 
patients survived his drastic handling, and indeed, were cured of their 
disorders. 


DE MORTUIS 
When he died, aged 83, he was buried in the University Church at Cam- 
bridge with honour, and a mural monument was erected in his memory 
(fig. 2). His fame lasted many years afterwards: in fact, a tonic drink was 
sold up to Charles II’s time called Dr. Butler’s ale. 





CURRENT THERAPEUTICS 
CLV.—_PHENYLBUTAZONE AND ITS DERIVATIVES 


By F. DUDLEY HART, M.D., F.R.C.P. 
AND 
DENIS BURLEY, M.B., B.S. 
Westminster Hospital 


PHENYLBUTAZONE (‘butazolidin’), 3,5-dioxo-1,2-diphenyl-4-n-butylpyra- 
zolidin, a congener of amidopyrine, has now been in general use for some 
eight years. Introduced as an ‘anti-rheumatic’ drug, mixed with amido- 
pyrine, with the trade name ‘irgapyrine’, it was subsequently found that 
phenylbutazone alone gave satisfactory relief of painful symptoms (Currie, 
1951, 1952; Hart and Johnson, 1952). The high dosage used initially with 
great therapeutic success was soon followed by reports of side-effects (Hart 
and Johnson, 1952; Stephens et al., 1952; Steinbrocker et al., 1952; Cud- 
kowicz and Jacobs, 1953), the commonest being dyspepsia, peptic ulcera- 
tion, sometimes with hamatemesis and melzna, cedema, rashes and buccal 
ulceration. Agranulocytosis was early reported; although it is the most 
serious complication, it appears with the passage of time to be exceedingly 
rare. In our experience buccal ulceration, whilst not uncommon, is only 
extremely rarely associated with changes in the white blood cell count. 
The prothrombin time may be prolonged or the platelets depressed (Humble, 
1953; Stephens et al., 1952), but this is uncommon. 

The main therapeutic virtue of phenylbutazone lies in its slow break- 
down and excretion, and in its even prolonged action in relieving symptoms, 
so the painful lesion does not make its unpleasant presence felt between 
doses of the drug, as is the case with the salicylates and phenacetin; the 
reverse side of this coin is that cumulative effects rapidiy occur if dosage 
is pitched too high. Tolerance is very variable in different people, but 
fairly constant for the individual; one man’s balm is another man’s poison. 

With dosage in its early days varying up to 1 gramme a day, it is no small 
wonder that phenylbutazone earned an ugly reputation for toxicity. If 
regular daily dosage is kept at 400 mg. or less, side-effects are fewer and 
less severe, although they still do occur, usually within four weeks of starting 
treatment and not infrequently within the first few days of the drug’s 
administration. 


THE PRESENT STATUS OF PHENYLBUTAZONE 
We reviewed the position of phenylbutazone in therapeutics in The 
Practitioner seven years ago (Hart, 1953) as did Mason and Hayter in 
1958. Has the position changed in the last few years? The answer is no. 
Phenylbutazone is a most effective long-acting drug, relieving painful 
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symptoms of many kinds. Because its action is even and prolonged it is of 
greatest use when painful symptoms are also prolonged or repetitive, as in 
the various types of arthritis, Paget’s disease of bone, metastatic malignant 
disease, and even pains arising from soft tissues, such as post-herpetic 
neuralgia (Graham, 1958). Chronic pain needs an even and long-acting 
drug to combat it, and for this reason, in our opinion, phenylbutazone, if 
tolerated, is the best available drug in the treatment of ankylosing spondy- 
litis and osteoarthritis of the hips and other joints; it is also useful ia the 
treatment of rheumatoid arthritis, although side-effects are here higher 
than with other disorders (Sperling, 1959). It is our experience that ill 
patients in an active phase of rheumatoid arthritis often tolerate the drug 
poorly and we prefer to use it for painful but less active phases when the 
patient is less ill, less toxic, but more crippled. Phenylbutazone appears to 
have no effect on the sedimentation rate (Fjellstrém et al., 1957). Phenyl- 
butazone does not ease discomfort rapidly: e.g. within an hour or two; 
for such rapid relief of pain salicylates are to be preferred. In the opinion 
of most clinicians today, it is the drug of choice in active gout (Mason 
1959), and, as therapy need not continue for more than a few days and the 
condition is an extremely painful one, it is permissible to start at higher 
dosage, 600 mg. on the first day, dosage being gradually reduced over a 
period of seven to ten days to 100 mg. daily (Hart, 1959). Although phenyl- 
butazone has been shown to have an anti-inflammatory action in the 
experimental animal (Wilhemi, 1949; Domenjoz, 1952), its main action 
in the human patient with arthritis is in the relief of pain, although 
it also has effective antipyretic properties, as shown by its use in rheu- 
matic fever by Will (1958). It has been widely used also in the sympto- 
matic treatment of thrombophlebitis (Stein and Rose, 1954; Elder and 
Armstrong, 1957). 


MODES OF ADMINISTRATION OF PHENYLBUTAZONE 
Phenylbutazone is rapidly and completely absorbed from the gastro- 
intestinal tract (Burns ef al., 1953) but slowly from intramuscular sites: 
there is therefore little advantage to be gained by giving it by the latter 
route, particularly as it may be intensely painful. A preparation of 600 mg. 
of phenylbutazone with lignocaine may be used if intramuscular adminis- 
tration is particularly desired, but 1 to 2 suppositories of 250 mg. each, 
given at night, are a useful alternative if oral therapy is not tolerated 
(Hawkins and Fawns, 1959). In the vast majority of cases, however, phenyl- 
butazone is given by mouth, with food to prevent gastric irritation, followed, 
if necessary, by antacids. Even with these precautions dyspepsia is common 
and melena and hematemesis not unknown and it should therefore be 
used with extreme caution in patients with a known history of dyspepsia 
and not at all in patients known to have active peptic ulceration. Dyspepsia 
also occurs with rectal or intramuscular administration, though less com- 
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monly. In addition to the well-known side-effects already mentioned, the 
patient may ‘feel queer and ill’, have general malaise and headaches, or 
complain of a variety of rather vague symptoms when given phenyl- 
butazone: in such cases it is as well to accept his statement, as toxic reactions 
of many different kinds do occur with this drug. In spite of the fact that 
about one-quarter of all patients given phenylbutazone react adversely to 
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Fic. 1.—Chemical formule of phenylbutazone and its two 
active metabolites. 


it in some way and may have to discontinue it, even on a conservative daily 
dosage of 400 mg. or less, the drug remains extremely useful and is still 
widely used today in a host of chronic painful conditions, particularly of 
bone and joint. ‘There is no really effective substitute, but many patients 
cannot tolerate even conservative doses. It is for this reason that much 
effort has been spent in trying to find a less toxic but still effective 
substitute. 
PHENYLBUTAZONE DERIVATIVES 

A most important advance in our knowledge of the pyrazole compounds 
was made in 1955 by Burns and his colleagues when investigating the meta- 
bolism of phenylbutazone. They were able to isolate two metabolites from 
the urine of patients receiving the drug, the first of which has a phenolic 
group in the para position of a benzene ring and the other an alcoholic 
group in the butyl side-chain (fig. 1). 

These two metabolites, which were subsequently synthesized in Basle, 
had each of them some of the properties of the parent substance, metabo- 
lite I being ‘anti-rheumatic’ and metabolite II uricosuric. This opened the 
way for the use of each class of compound in a more specific manner: the 
first for the treatment of conditions such as rheumatoid arthritis, osteo- 
arthritis and ankylosing spondylitis, and the second for chronic gout. 
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It is of special interest that metabolite I (hydroxyphenylbutazone), as 
well as having ‘anti-rheumatic’ properties, is slowly metabolized, has 
salt-retaining properties and is weakly acidic, whereas metabolite II, as 
well as being uricosuric, is more acidic and does not cause salt retention. 
This last point has more than a passing significance because subsequent 
modifications of metabolite II with greater acidity have been shown to 
be more rapidly excreted and have enhanced uricosuric potency (Burns 


et al., 1958). 


HYDROXYPHENYLBUTAZONE (‘TANDERIL’) 

This ‘anti-rheumatic’ metabolite was first investigated in human subjects 
by Yii and his colleagues (1958) and it was found that absorption from the 
gastro-intestinal tract was satisfactory, giving plasma levels which were 
similar in range to those obtained with phenylbutazone. The drug also per- 
sisted in the plasma for the same length of time as phenylbutazone, having 
a biological half-life of three days. When administered in cases of rheuma- 
toid arthritis the relief of symptoms was comparable with that obtained 
with an equivalent dose of phenylbutazone and side-reactions were infre- 
quent. These promising early investigations suggested that a derivative of 
phenylbutazone had been found which could be used in the treatment of 
rheumatic conditions without having the disadvantage of causing frequent 
gastro-intestinal side-effects, or being toxic in some other way. Clinical 
trials to elucidate these points were carried out in this country, the United 
States and in Eire. The results have been encouraging. 

Hart and Burley (1959), comparing hydroxyphenylbutazone with phenyl- 
butazone in 117 patients with rheumatic disorders, found that the new 
drug was less liable to produce gastro-intestinal disturbance, although it 
was somewhat less potent therapeutically, 300 mg. being in their opinion 
equivalent to 200 mg. of the parent substance. Mason and Cramer (1959) 
agreed with these findings, both pairs of authors pointing out that a number 
of patients intolerant to phenylbutazone could now be helped with hydroxy- 
phenylbutazone without untoward effects. In a double-blind trial with 
phenylbutazone, Vaughn and his colleagues (1959) assessed the ‘anti- 
rheumatic’ effect of hydroxyphenylbutazone in rheumatoid arthritis in 
terms of duration of morning stiffness, grip strength, joint swelling, sedi- 
mentation rate and other indices. They found that both grip strength and 
duration of morning stiffness were influenced significantly by both drugs, 
but that joint swelling and sedimentation rates were not appreciably altered 
by either. Their conclusions were that hydroxyphenylbutazone had, if any- 
thing, a slightly greater action than phenylbutazone. The small number of 
patients studied (24) did not allow any useful comparison of side-effects. 
Some salt and water retention occurred with both drugs, but this was not 
a serious complication. 

In a double-blind trial with hydroxyphenylbutazone and a placebo in 
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30 cases of rheumatoid arthritis, Cardoe (1959) found definite improvement 
in grip strength, morning stiffness, pain, tenderness and swelling in those 
taking hydroxyphenylbutazone in comparison with those taking the control 
tablets. There was no significant difference in side-effects between the 
active and placebo tablets, but again the numbers are small. 


LONG-TERM ADMINISTRATION OF 
HYDROXY PHENYLBUTAZONE 
The first clinical trials having indicated that hydroxyphenylbutazone is an 
effective drug in the treatment of rheumatic disease, with a low incidence of 
side-effects, it remains to be determined whether any toxic effects will arise 


CH2-CH2z -CH2-CHg 


Phenylbutazone (‘butazolidin’) Sulphinpyrazone (‘anturan’) 


Fic. 2.—Chemical formule of phenylbutazone and sulphinpyrazone. 


with long-term administration of the drug. It will be recalled that phenyl- 
butazone was shown to produce depression of circulating neutrophils and 
platelets in some patients many months after the drug had been released 
for general use. The experience of O’ Reilly (1960) in 25 cases of rheumatoid 
arthritis treated with hydroxyphenylbutazone was that no symptoms of 
toxicity developed, but in only three of his cases was the drug given for six 
months or more. Hart and Burley (1959) treated 14 patients for periods of 
three to twelve months without toxic effects being produced, and since 
these results were published some thirty patients have been treated con- 
tinuously for eighteen to twenty-four months. There has been no evidence of 
bone-marrow depression, but two patients eventually developed gastric 
intolerance after having taken the drug for several months without symp- 
toms. One of these cases was serious in that a gastric hemorrhage was 
produced. 

Further studies are in progress to determine whether long-term adminis- 
tration of doses of 600 mg. of hydroxyphenylbutazone will give rise to un- 
toward effects; this is being done in view of the evidence which suggests 
that higher doses may be necessary to produce a therapeutic response com- 
parable to that with 300 to 400 mg. of phenylbutazone. Although all the 
evidence suggests that hydroxyphenylbutazone is well tolerated by the great 
majority of patients, it has always been our practice to recommend (as with 
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phenylbutazone) that the drug be taken with meals to reduce the risk of 
gastric intolerance, and that the lowest effective dose be used. 

Having considered the evidence available at the present time, one may 
be permitted to speculate on the future. Hydroxyphenylbutazone may well 
find a regular place in the treatment of rheumatic disorders, particularly in 
helping those patients who cannot tolerate phenylbutazone. It may serve 
as a useful adjunct to the uricosuric pyrazoles for the treatment of acute 
gout, where the possibility of giving doses of 800 mg. daily, without signi- 
ficant toxicity, will be of great advantage. In seven cases of acute gout we 
have obtained satisfactory and early control of symptoms in six, dosage 
being reduced gradually from an initial daily dose of 800 mg. The observa- 
tion by O'Reilly (1958, 1960) of the striking effect of hydroxyphenyl- 
butazone on iritis may also be significant. Finally, it is to be hoped that 
the ability to synthesize hydroxyphenylbutazone will eventually lead to the 
preparation of other derivatives, some of which may prove even more 
useful as therapeutic agents, in the same way as the synthesis of G.28231 
has led to the preparation of more potent uricosuric agents. 


URICOSURIC AGENTS: SULPHINPYRAZONE (‘ANTURAN’) 
It was early discovered that phenylbutazone, and later hydroxyphenyl- 
butazone, increased the urinary output of urates by the kidneys. Burns and 
his colleagues (1958) noted that increasing the acidity of the molecule of 
phenylbutazone enhanced this uricosuric effect: the potent uricosuric 
activity of the highly acidic analogues of phenylbutazone indicated that 


these drugs acted in ionic form to block the reabsorption of uric acid by 
the renal tubule cells. One of these analogues was sulphinpyrazone (fig. 2), 
which is now available under the trade name of ‘anturan’. To date, it is 
probably the most effective uricosuric agent available (Ogryzlo and Har- 
rison, 1957), being per unit of weight some twelve times more potent than 


aspirin and some six times more than probenecid. Dosage must be six to- 
eight-hourly every day, for the effect is lost if therapy is intermittent 
(Kersley, Cook and Tovey, 1958): it disappears rapidly from the body, its 
half-life being only three hours as compared with two to three days in the 
case of phenylbutazone. Therapy must be continued for many months or 
years before much effect in reduction of tophaceous deposits is noted, but 
the plasma uric acid is lowered to normal and urates are increased in the 
urine as the tissues are gradually depleted of them. Salicylates or citrates 
given concurrently negative this effect and should not be used with sulphin- 
pyrazone. Side-effects are rare: nausea, dyspepsia or vertigo; generally the 
drug is well tolerated. The increased renal output of urates may occasionally 
cause calculus formation and renal colic: acute episodes of gout may also 
apparently be precipitated. For this reason Ruiz Moreno (1959) prefers to 
start with small doses such as 50 mg. of sulphinpyrazone, instead of the 
usual daily dose of 100 mg. six- to eight-hourly, gradually increasing to the 
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full daily dose of 300 to 400 mg. (rarely 500 to 600 mg.), as in this way he 
finds that precipitation of acute attacks is much less common. Once the 
blood-urate level has been controlled dosage may be reduced as low as 
200 mg. daily, preferably taken with a meal or a glass of milk. 

In cases of chronic gastritis or gastric ulceration sulphinpyrazone should 
be used only with great caution or not at all, and renal function should be 
known to be normal or almost so before therapy is started. The drug has 
only a weak pain-relieving effect: its use is in depleting the body’s depots 
of excess uric acid—i.e. interval therapy—and for no other reason. For the 
acute attack of gout phenylbutazone and hydroxyphenylbutazone are the 
drugs of choice. 

CONCLUSIONS 
(1) In the treatment of acute gout phenylbutazone (‘butazolidin’) and 
hydroxyphenylbutazone (‘tanderil’) are both extremely useful. The dose is 
600 mg. initially with the former, 800 to goo mg. with the latter, dosage 
being reduced by 100 mg. a day and discontinued after six to nine days. 
To prevent rebound attacks occurring, 100 mg. of either drug may be con- 
tinued once or twice daily for ten days subsequently. 

(2) In the treatment of gout between attacks sulphinpyrazone (‘anturan’) 
is a most effective uricosuric agent, increasing the urinary output of urates, 
lowering the plasma uric acid and lessening tophaceous deposits in the 
tissues. In this it is more effective than probenecid. To produce its effect 
dosage must never be remitted and must be continued daily over long 
periods of many months or, usually, years. It is indicated only in selected 
cases, particularly those in which tophi are present and are increasing 
in size. 

(3) In the treatment of ankylosing spondylitis, osteoarthritis, rheumatoid 
arthritis, Paget’s disease of bone, metastatic disease and other chronic, 
painful conditions of bone and joint both phenylbutazone and hydroxy- 
phenylbutazone are useful in that they lessen painful symptoms and make 
life more pleasant for the sufferer. Phenylbutazone appears slightly more 
effective than hydroxyphenylbutazone in this respect. The prolonged even 
action they exert is also helpful in certain painful disorders of soft tissues: 
e.g. thrombophlebitis. 

(4) Side-effects, particularly dyspepsia, occur even at conservative daily 
dose-levels of 400 mg. or less, but appear to be rarer with hydroxyphenyl- 
butazone than with phenylbutazone. Some patients unable to tolerate the 
latter can take the former with impunity, but some are unable to tolerate 
either drug. 

(5) Phenylbutazone and hydroxyphenylbutazone have been shown to 
exert an anti-inflammatory effect in experimental animals. This effect 
is not noticeable in the majority of patients treated, even and prolonged 
relief of pain being the major effect. Both substances have antipyretic 
properties. 
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CALLING THE LABORATORY 
XI.—ANTIBIOTIC SENSITIVITY TESTS 


By J. D. ALLAN GRAY, T.D., F.R.C.P.Ep., D.P.H. 
Consultant Pathologist, Central Middlesex Hospital 


To use antibiotics rationally and to the best effect, the general practitioner, 
like his opposite number in hospital, needs the help of a clinical laboratory 
and the cooperation of a consulting bacteriologist. Sometimes, of course, he 
is justified in giving an antibiotic without referring to the laboratory. When 
he diagnoses erysipelas, scarlatina, enterica or syphilis he knows both the 
identity of the infecting organism and the appropriate antibiotic. The 
severity of an infection may force him to start antibiotic treatment which on 
the laws of chance he thinks most likely to be effective and not to wait for 
laboratory results. Later he is prepared to modify his treatment if the 
clinical response is poor or if the in vitro results so indicate. Distance from 
the laboratory may also make his use of an antibiotic a trial-and-error 
experiment based upon intelligent guesswork. Usually his treatment is 
successful and only when it fails does he ask for bacteriological help. 


INDICATIONS FOR SENSITIVITY TESTS 
More often, however, the clinical diagnosis alone does not indicate the 
infecting organism, far less its sensitivity to antibiotics. This is particularly 


true of infections of wounds, the respiratory system (including pneumonia), 
the urinary tract and meninges, subacute bacterial endocarditis and puer- 
peral infections. Bacteriological help is then required to identify the infecting 
organism and to determine accurately and quickly that itis sensitive to the 
antibiotic which it is proposed to use. The practitioner therefore sends to 


the bacteriologist a specimen containing the infecting organism with as little 
delay as possible. In infections of long duration he may have to send many 
specimens. Ideally the first should be sent before specific therapy is begun. 

Some species of organism are invariably sensitive to certain antibiotics 
(e.g. pneumococci to penicillin) and some are invariably resistant (e.g. 
Mycobacterium tuberculosis to penicillin). Other species vary widely in their 
ability to withstand antibiotics, and this may present a serious obstacle to 
their successful use. Resistance may be acquired by previous exposure to 
the antibiotic (e.g. M. Tuberculosis to streptomycin) or by the elimination 
of sensitive strains allowing the wide dissemination of strains resistant 
ab initio (e.g. staphylococci to penicillin). Whatever the mechanism by which 
resistant forms have become rife, the wide variation in the sensitiveness of 
organisms necessitates the use of sensitivity tests: first to find the most 
suitable antibiotic for the particular strain infecting the patient; second, to 
ensure that during the treatment the organism has not become resistant ; and 
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third, to decide when the treatment may be stopped. The organism is tested 
simultaneously with several antibiotics so that a suitable one may be 
recognized as soon as possible. Further, if the organism is sensitive to more 
than one antibiotic the clinician can choose one which is efficient and cheap 
and has the fewest undesirable side-effects. 


METHODS OF IDENTIFICATION OF RESISTANT ORGANISMS 
Organisms resistant to an antibiotic do not differ in their morphological or 
cultural characteristics from those of the same species which are sensitive. 
To identify them they are brought into contact with the antibiotic in a 
medium and observations are made whether they are inhibited or not. 
There are two methods of doing this: 

Serial-dilution method.—A series of tubes containing medium and varying 
amounts of antibiotic are inoculated with the organism. A control without 
any antibiotic is also inoculated. After incubation the tubes are examined for 
visible growth. The first tube which shows less growth than the control 
indicates the bacteriostatic concentration. Subcultures from each of the tubes 
into medium without the antibiotic reveal the bactericidal concentration. 
The serial-dilution method consumes much material and time but scientifi- 
cally it is probably the most accurate. As it can only be done ona pure culture 
of the organism, however, it cannot be completed in less than forty-eight 
hours. 

Diffusion method.—The antibiotic diffuses from a reservoir into agar on 
which the organism is inoculated. The reservoir may be a hole or gutter in 
the agar or a cylinder of unglazed porcelain. It is filled with a solution of the 
antibiotic. Alternatively it may be a disc of filter paper impregnated with the 
antibiotic. Sensitive organisms either fail to grow at all or only produce small 
colonies in the areas containing the antibiotic. Resistant ones, on the other 
hand, grow luxuriantly over the whole inoculated surface. Much study has 
been devoted to the technique and interpretation of these tests and the degree 
of resistance of the organism can be calculated with considerable accuracy 
from the size of the zone of inhibition. 

In practice a practitioner faced with an acute infection is usually unwilling 
to wait two days for the results of sensitivity tests. The bacteriologist may 
therefore place the antibiotic discs on the primary culture plates and some- 
times the sensitivity pattern of the organism is revealed before its exact identity 
is established. The discs must be widely separated on the plates so that none 
of the species of bacteria is missed by being inhibited by the antibiotics. 
Another disadvantage of the method is that the growth may be too sparse 
to permit of an assessment of the sensitivity. For these reasons most bacterio- 
logists prefer to isolate the organisms first and then test their sensitivities. 


INDIVIDUAL RESISTANT ORGANISMS 
Any antibiotic-resistant members of a bacterial population (as in an abscess) 
must be detected by these in vitro tests because failure to do so may result in 
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failure of the antibiotic therapy. Their frequency has been calculated at 
between 1 in a million and 1 ina million million organisms. They may there- 
fore be missed if large inocula and solid media are not used for the tests. 


COMBINATIONS OF ANTIBIOTICS 

The increasing use of two antibiotics in combination is based upon the facts 
that: (1) synergism often gives a greater bactericidal effect than one antibiotic 
alone, and (2) their combined use prevents the emergence of resistant 
mutants during treatment. Measuring the effect of varying ratios of the 
components of a mixture on an organism requires so large a number of 
tubes and so much work that it is only feasible when highly resistant and 
highly virulent organisms are threatening the life of the patient. The easiest 
way of assessing the efficiency of a combination is to use reservoirs of the two 
antibiotics on the same plate of solid medium and observe the effect where 
the two antibiotics diffuse into the same area. 


CORRELATION OF IN VITRO AND IN VIVO RESULTS 
The sensitivities determined in vitro are used to select the appropriate anti- 
biotic but are not used to fix the dose although both the bacteriostatic and 
bactericidal concentrations of the antibiotic may be known for the particular 
species. 

In general there is good correlation between the results in vitro and the 
results in the patient, but discrepancies do occur. An organism reported by 
the laboratory as resistant to an antibiotic may appear to yield to the same 
antibiotic under clinical conditions. In the laboratory test its numbers are 
usually greater than in the patient’s body; it is often in the resting phase and 
it does not have to contend with the immunity mechanism of the host. 
Furthermore, staphylococci which are resistant to penicillin produce 
penicillinase and in vitro tests on them are greatly influenced by the size of 
the inoculum. 

Conversely the in vitro tests may indicate sensitivity and yet the antibiotic 
may fail clinically. Obviously an antibiotic cannot act on the organisms unless 
it comes in contact with them. Staphylococci in a sequestrum of a Brodie’s 
abscess or streptococci deep in a vegetation on a heart valve are therefore 
safe. The concentration of the antibiotic is also important. Thus, in a 
urinary infection gross intake of fluid may so dilute the urine that the con- 
centration of streptomycin in it does not reach an effective level. Similarly 
the conditions must be propitious. If the urine is not made alkaline before 
creatment is begun, the streptomycin may have little effect. Obstruction or 
stasis must also be relieved and collections of pus must be drained. 

Even when all these precautions have been taken an organism found 
susceptible in the laboratory may fail to yield to the antibiotic im vivo. If it is 
isolated again, the fresh sensitivity tests will usually show that it has become 
resistant and a complete reappraisal of the treatment of the infection will 
therefore be necessary. 
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MYDRIATICS 


MypRIATICs are drugs that produce mydriasis: i.e. dilatation of the pupil. 
This results, in the normal eye, from the action of the drug on the muscu- 
lature of the iris, and can be achieved either by stimulating the radial fibres 
or inhibiting the circular fibres (pupil sphincter). Physiologically, stimula- 
tion of the radial muscle is by the sympathetic nerves and of the sphincter 
by the parasympathetic. The two main groups of mydriatics are therefore 
the sympathomimetic, such as adrenaline, and the parasympatholytic, such 
as atropine. In a third group, local anzsthetics, such as cocaine, appear to 
act mainly on the dilator muscle, but cocaine is more often used along 
with other drugs to help them penetrate better. Parasympatholytic drugs 
will weaken or paralyse the ciliary muscle (a ‘cycloplegic’ effect) so that 
accommodation is interfered with. 


ATROPINI 
Atropine heads the group of parasympatholytic mydriatics. Commonly used 
as atropine sulphate it may be made up in a strength of 1 per cent. as an 
ointment or as drops. In treatment it is useful in many cases of keratitis 
and it is the first drug to think of in a case of iritis or cyclitis, the weakening 
of the pupil sphincter and the ciliary muscle having, it would appear, a 
quietening effect on the iris and ciliary body. 

Associated with the relaxation of ciliary muscle there is a further, indirect 
effect in the easier flow of blood through the vessels of the anterior uvea. 
In this way its cycloplegic effect is of benefit. 

The direct mydriatic effect, however, is also important in the prevention 
of adhesions between lens and iris, which are particularly apt to form at the 
pupil margin. As such adhesions (posterior synechiz) get older they become 
more difficult to overcome and when atropine is then used the pupil will 
remain undilated at such points while dilating where the iris is still free, 
giving a pupil of irregular shape. Some synechia may be broken down a 
little later as the atropine continues to act. Posterior synechia# make it more 
difficult for aqueous to flow through from the posterior to the anterior 
chamber and with higher pressure behind the iris the latter tends 
to bulge. In some eyes the next effect will be that the iris approaches and 
perhaps touches the periphery of the cornea so interfering with access of 
the aqueous to the angle of the anterior chamber where it would normally 
have been absorbed into the blood. With the loss of adequate egress of 


aqueous from the eye, pressure within it rises and secondary glaucoma 


results. 
Alterations in the aqueous itself can explain glaucoma secondary to 
iritis and cyclitis, its more viscid character and its content of inflammatory 
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cells interfering with its adequate exit. The quietening effect of atropine 
should help to remedy this also and it can be taken as a general rule that 
once the primary diagnosis of iritis or cyclitis in an acute attack is made, 
even in the presence of secondary glaucoma, an attempt should be made to 
dilate the pupil with atropine. If it is seen that the pupil is not responding 
satisfactorily, it is often worth while to instil 4 per cent. cocaine eye- 
drops and (or) adrenaline eye-drops (1:1000), allowing just enough time 
for some whitening of the congested eye before instilling the atropine. It 
seems likely that the benefit of this procedure is derived more from the 
decongestive effect, preventing loss of atropine into the general blood 
stream, than from any mydriatic effect from the other drugs. A still stronger 
effect is obtained by subconjunctival injection of mydricaine, which contains 
atropine, adrenaline and cocaine or procaine. 


ATROPINE IRRITATION 

It is claimed that this injection does not give rise to atropine irritation, but 
in any case it is not a treatment to compare in this respect with the pro- 
longed or repeated topical use of atropine which is sometimes required. 
Atropine irritation is at first noticed by the patient affecting the eye itself 
but, if the atropine is continued, swelling of the eyelids and eczema of the 
surrounding skin develop. An alternative to atropine has then to be sought, 
hyoscine hydrobromide, 0.5 per cent., being usually the first choice; an 
alternative is lachesine chloride, 1 per cent. Homatropine often requires 
added cocaine to allow it to act adequately but cocaine should not be 
used for continued treatment. 


CONTRAINDICATIONS AND SIDE-EFFECTS 

Whilst atropine is advised for treating glaucoma secondary to iridocyclitis, 
primary glaucoma is the great contraindication to its use and its action is too 
strong to be overcome by pupil constrictors. In some eyes, usually those 
with shallow anterior chambers, the bunching up of iris may allow it to 
make contact with the periphery of the cornea, so closing the angle and 
precipitating an acute attack. It is also contraindicated in simple chronic 
glaucoma, probably because of its effect on the uveal vessels. For the latter 
condition sympathomimetic treatment has been advocated with a strong 
solution of the adrenaline type but has not found much favour. When 
there is liability to angle closure the mydriatic effect of such a drug may 
lead to trouble. 

Atropine dropped in the eye occasionally causes dryness of the throat, a 
difficulty which may be overcome by pressing on the lacrimal sac region 
when the drop is instilled. It is unlikely that sufficient of the drug will reach 
the general circulation to cause general symptoms except in those patients 
particularly sensitive to it. Conversely, however, it must be remembered 
that drugs used in general treatment and which happen to be also mydriatics 
may precipitate an attack of closed-angle glaucoma. Diagnostic difficulty 
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may thus arise, for belladonna and similar drugs may be used in gastric 
affections and the vomiting of acute glaucoma be mistaken for trouble in the 
stomach itself. 

Beware of using atropine in contusion producing hemorrhage within the 
eye. The relaxation of muscle surrounding the ciliary blood vessels may 
allow fresh bleeding to occur and increased obstruction at the anterior 
chamber angle may precipitate glaucoma. 


MYDRIATICS IN EXAMINATION 

Mydriatics are important in examination of the eye—mainly to allow 
structures behind the pupil to be seen. For testing refraction the cycloplegic 
effect is used. As refraction through the centre of the pupil may be different 
from through the periphery a second, subjective test may be needed without 
mydriatic. Atropine is only used for the very young, usually as atropine 
eye ointment B.P., used at home for three days previously. Cocaine and 
homatropine eye-drops B.P.C. are used for schoolchildren and younger 
adults, and homatropine eye-drops B.P.C. for the middle-aged and elderly. 
Patients in this last group should always have physostigmine eye-drops 
B.P.C. instilled when examination is over, and those in whom there is any 
suspicion of glaucoma should not be allowed to leave until the pupil is seen 
to be contracting again. 

When cycloplegia is not wanted a sympathomimetic may give sufficient 
mydriasis—ephedrine eye-drops, 5 per cent., or phenylephrine eye-drops 
up to 10 per cent., or a drop of cocaine, 4 per cent., may be sufficient. 


J. L. WILKIE, M.B., F.R.C.S.ED. 
Ophthalmic Surgeon, Darlington, Bishop Auckland and 
Vorthallerton Hospital Groups. 


PERITONSILLAR ABSCESS 


PERITONSILLAR abscess is often called quinsy. The word quinsy is derived 
from Greek through Old French because such patients are subject to self- 
strangulation like a dog straining at the leash. 

The palatine tonsils are subepithelial aggregates of lymphocytes in a 
connective-tissue basis with a fibrous capsule of thickened pharyngeal 
aponeurosis. The buccal surface is covered by stratified epithelium and 
formed into 16 to 20 crypts. The largest of these is the superior tonsillar 
fossa or intra-tonsillar fossa. The tonsillar bed consists of palatoglossus 
(anterior pillar), palato-pharyngeus (posterior pillar), and superior con- 
strictor muscles. The function, if any, of the tonsils is uncertain. They are 
probably part of the reticulo-endothelial system for the defence of respira- 
tory and alimentary tracts in early childhood. 


ETIOLOGY 
In the majority of instances a peritonsillar abscess forms above and behind 
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the upper pole of the tonsil outside the capsule. It is commoner in men 
than women. It occurs most often in adolescents and young adults. The 
exact reason for abscess formation is uncertain but it is always associated 
with present or past attacks of tonsillitis. A tonsil crypt may have become 
sealed up by scarring and the retained pus tracks through the tonsil. Possibly 
infection tracks by an efferent lymphatic vessel to the space between the 
capsule and tonsillar bed. The commonest responsible organism is the 
f-hemolytic streptococcus although the pneumococcus and Streptococcus 
pyogenes have often been found. 


SYMPTOMS AND SIGNS 

The patient presents with a history of tonsillitis and rapidly increasing 
pain behind the angle of the jaw, radiating to the ear. There may also be 
torticollis. At the onset there may be a rigor and the temperature is in the 
region of 102° to 105° F. (38.9° to 40.6° C.). Dysphagia becomes severe so 
that the patient is unable to swallow his saliva, and dribbles. ‘Trismus is often 
induced by spasm of the masseter muscle. Halitosis is marked and the 
patient looks toxic and a picture of misery. Speech is thick, slurred and 
painful. 

On examination of the patient the cervical lymph glands will be enlarged 
and tender. Opening the mouth is difficult and painful and the use of a 
spatula is very uncomfortable. The soft palate and faucial isthmus are 
covered with sticky mucus. The affected tonsil is pushed to the midline 
and the soft palate and uvula are very swollen, red and oedematous. If 
palpated, they are tender. The soft palate feels stiff with inflammatory 
thickening. The other tonsil may show signs of tonsillitis or, rarely, there 
may be bilateral quinsies. The mouth is full of unswallowed saliva and 
mucus. The tongue is very furred and protrudes with difficulty because of 
pain. The patient will not eat, and drinks only with difficulty. If untreated, 
the abscess will burst either through the anterior pillar of the tonsil or 
through the intra-tonsillar fossa. Pain is immediately relieved and the whole 
condition of the patient rapidly improves. The illness usually lasts ten days. 


DIFFERENTIAL DIAGNOSIS 
Peritonsillar abscess is rarely confused with other diseases. An impacted 
infected lower wisdom tooth will produce similar symptoms but, if the 
soft palate can be seen, it will move normally. A tonsillolith may look 
like an abscess and produce the signs, but the patient is not toxic. An 
epithelioma of the tonsil is rarely confused, but a lymphosarcoma often 
simulates a peritonsillar abscess which has not completely responded to 
antibiotics and should be suspected if the swelling persists for five or six 
weeks. 
TREATMENT 

Once pus has formed medical treatment alone will fail. When peritonsillitis 
alone exists (high temperature, not swinging) a full course of penicillin 
injections for five days should cure the patient. Hot fomentations to the 
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neck relieve pain, and hot saline mouthwashes may hasten the spontaneous 


rupture of an abscess. 

When pus is present this must be set free. Stab incision using a guarded 
scalpel aimed above and behind the upper pole of the tonsil is a well-tried 
treatment. The point of incision is halfway along the horizontal line through 
the base of the uvula to the last upper molar tooth. This should feel boggy. 
If it feels hard, move farther laterally before incising. In order to minimize 
the risk of inhalation of pus, no anzsthetic is used. The stab incision is 
enlarged with sinus forceps opening them gradually as they are withdrawn. 
Pus may lie 2 cm. deep. Relief is instantaneous and the patient traditionally 
gets up shaking the surgeon by the hand! Hot mouth-rinses every four 
hours are comforting and help to keep the mouth clean but no special treat- 
ment is required. A short general anesthetic for opening the abscess is 
highly dangerous and may prove fatal from inhalation of pus. 


ABSCESS TONSILLECTOMY 

Abscess tonsillectomy was first performed in 1859, but until the advent 
of antibiotics and modern anzsthesia its value was in doubt. There is 
nowadays little doubt that when a patient is seen in a well-equipped hospital 
with a skilled anesthetist the treatment of choice is primary abscess ton- 
sillectomy and removal of both tonsils. The abscess will have dissected out 
most of that tonsil, and bleeding is often less than at a normal tonsillectomy. 
The other side usually makes up for this but even so usually stops quickly. 
A pack sewn in for twenty-four hours will always control this. A great advan- 
tage is that the patient has only one operation and is relieved of his pain 
and tonsils at the same time. Most patients say that the discomfort post- 
operatively is less than that of the quinsy. An antibiotic cover is always 
given. The usual postoperative aspirin and tragacanth gargle or aspirin 
chewing gum is given before meals to relieve pain. 

Complications of this operation are the same as for any other tonsil 
operation and secondary hemorrhage is actually no more common. The great 
risk is, of course, inhalation of infected material or pus from rupturing of 
the abscess during induction of anesthesia. Induction therefore takes place in 
the operating theatre with the patient on the theatre table in slight Tren- 
delenburg position. The suction apparatus is turned on before anzsthesia 
starts. 

COMPLICATIONS 

Complications of the undrained peritonsillar abscess may be severe. Gidema 
may occur and, if it spreads to the larynx, may cause respiratory obstruc- 
tion. Para-pharyngeal abscesses and para-laryngeal abscesses may follow 
and again need urgent treatment in hospital. Very rarely, venous throm- 
bosis spreading from the facial vein to the internal jugular has been 

described but such cases must be rare in areas where antibiotics exist. 
LIONEL TAYLOR, M.B., F.R.C.S. 
Surgeon, E.N.T. Department, Charing Cross Hospital. 
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NOTES AND QUERIES 


Treatment of Menopausal Hot 
Flushes 

QuEryY.—What is the best treatment today for 
the menopausal especially hot 
flushes? 


syndrome, 


RepLy.—The menopausal syndrome is due to 
an instability of the endocrine, cardiovascular 
and nervous systems, but it is most important 
to exclude pelvic disease with a careful gynzxco- 
logical examination. If there is any irregular 
bleeding a curettage is indicated. It should be 
explained to the patient that her symptoms are 
common and are due to declining activity of the 
ovaries and that they are more marked when 
there is a sudden drop in the cestrogen level 
The aim of treatment is to tide her over this 
awkward period with sedatives and prevent the 
too sudden drop of cestrogens 
A good sedative is ‘bellergal retard’, one tablet 
night and morning. C£strogens can be given to 
check the sudden fall and usually have a 
dramatic effect on hot flushes. The dose must 
initially be large enough to control the flushes 
and then gradually reduced. Ethinyleestradiol, 
0.01 mg. three times a day, should be adequate. 
This may be given with methyltestosterone (e.g 
‘mixogen’, one tablet thrice daily) to prevent 
hyperplasia of the endometrium, or in the com- 
bination ethinyleestradiol, testosterone and seda- 
tive (e.g. ‘menopax forte’, one tablet thrice daily). 
As the aim is gradually to reduce the dose, the 
cestrogen can be given to form a depot in the 
body with gradual absorption (e.g. ‘TACR’, 24 mg. 
for thirty days). In some cases a conjugated 
cestrogen (e.g. ‘premarin’, one 1.25-mg. tablet 
thrice daily) may be of help 
IAN JACKSON, M.B., F.R.C.S., F.R.C.0.G 


Persistent Pruritus 
Query (from a reader in Malta) 
female patient who is 21 years old, married, of 
dark complexion and lean build, who has com- 
plained of generalized pruritus ever since her 
menarche. These bouts of pruritus are more 
accentuated during and preceding her menstrual 
periods. There is no history of skin rash. Since 
her marriage six this pruritus 
has increased considerably and, what is more 
interesting, her husband has also started to itch 
There is no family history of skin disease. The 
wife had meningitis in childhood and the 
husband is quite healthy. My treatment has so 
far only been palliative. I have tried to exclude 
allergic causes, such as metals, soaps, furs and 
feathers, without success. 

Will you please advise as to the diagnosis, 
the explanation of the husband’s illness, and the 
treatment which should be given? 


I have a 


months ago 


Rep_y.—Itching in husband and wife must 
necessarily raise the question of parasitic in- 
festation, animal or vegetable, and the most 
careful and exhaustive investigations in this 
direction are indicated. This should include the 
possibility of infestation by animal fleas, scabies, 
and the like. It is difficult to relate pruritus in 
the two patients except upon some such basis. 
Endocrine and psychological factors do com- 
bine to provoke pruritus in the susceptible at 
puberty, the menses, pregnancy and the meno- 
pause. The meningitis may have left some 
instability, in which case tranquillizing measures 
should help. On the endocrine non- 
masculinizing androgenic therapy might be 
effective but such empirical lines of treatment 
are not desirable without further information, 
observation and investigation. 
PROFESSOR JOHN 'T. INGRAM, M.D., F.R.C.P 


Gout in Childhood 


Query.—I would be grateful for advice on 
the management of a case of gout in a boy aged 
84 years. He has been seen by a rheumatologist 
who regards him as an atypical case, with blood 
uric acid of 2.7 mg.°,, and a blood sedimentation 
rate of 7 mm. Hg in one hour. No pyrexia or 
tachycardia accompanies the attacks and he 
responds readily to colchicine therapy. I would 
particularly welcome any advice as to 
phylactic treatment. 


side, 


pro- 


Rep_y.—Before attempting to discuss the treat- 
ment of a case diagnosed as gout in a boy only 
84 years old with a normal blood uric acid, 
one would certainly wish to know more about 
the diagnostic criteria. Although gout has been 
known to occur at this age, it is a very great 
rarity before puberty and is seldom seen before 
the age of 17 or 18. In all cases in which gout 
has been diagnosed at this age there has been a 
raised plasma uric acid. If rheumatic fever can 
be excluded by the absence of pyrexia, tachy- 
cardia and the rest of the history, by far the 
most likely diagnosis at this age would be either 
an allergic arthritis or synovitis or alternatively 
an episodic onset of atypical Still’s disease. 

In treating a case of gout in a child the 
first thing is obviously to attend to general 
health and remove gross sepsis and at the same 
time to go carefully into any allergic trigger 
factor that may be helping to provoke gout. 
Normally speaking the blood uric acid is raised 
and the main line of treatment would then con- 
sist of increasing uricosuria, with one of the 
newer agents such as sulphinpyrazone, but at 
the same time taking great care to minimize 
the risk of deposit of urates in the kidneys by 
giving plenty of fluids and seeing that the urine 


is not too acid. It would also, of course, be 
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common sense to rule out those foods which 
contain very large quantities of purines. In the 
case under consideration, which 
there is no rise in uric acid, obviously these most 
important factors in treatment would not even 
arise. 


howe, er, in 


I would suggest that a careful review of the 
diagnosis is the first essential in this case 
GeorceE D. KERSLEY, T.D., 

M.D., F.R.C.P 


Paromomycin in Ameebiasis 
Query.—I should be 
authoritative note on the value of paromomycin 
in the treatment of how it 
compares with established treatment 


grateful for a _ short 


ameebiasis and 


The value of this drug in ameebiasis is 


early 


REPLy. 
still being assessed but the 
far published indicate that it is of value both in 
who are 


reports so 


the chronically infected patients 
passing cysts and in those with acute ameebic 
dysentery, but that in neither type of case are 
the results obtainable with it as satisfactory as 
obtained 
treatment with emetine bismuth iodide 


Proressor A. W. WoopRUFF, M.D 


those following standard courses of 


Penicillinase 

Quvery.—What is the value of penicillinase in 
clinical practice, particularly when long-acting 
penicillin is being used? Is it available in 
general practice? Should it be kept for use in 
emergencies and, if so, how long does it keep? 


Rep_y.—Penicillinase, a natuial product of 
bacteria of the B. cereus group, has been used 
for a long time in 
neutralize penicillin. 

use and is marketed by Burroughs Wellcome 
& Co. The usual dose is 800,000 units. This 
may be repeated once or twice but the material 
itself could be 
indicated with long-acting penicillin given by 
injection since the reaction will be prolonged 
while the drug is in the tissues. It is usual to 
combine this treatment with an antihistamine 
or adrenaline, according to the severity of the 
reaction. Both acute and subacute cases can be 
treated in this way. The preparation is stable 
and it is not unreasonable to hold it with other 
emergency preparations for the treatment of the 
inevitable occasional reactions. Certain of the 
new synthetic penicillins will not be neutralized 


laboratory practice to 


It is available for clinical 


antigenic. It is particularly 


by penicillinase. 
W. Howarp HuGHEs, M.D 


Polyvinyl Pyrrolidone 


Query (from a reader in the Sudan) 


Has 
‘periston N’ any place in the treatment of 


severe burns and toxic conditions 


AND 
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REPLY Periston’ is polyvinyl pyrrolidone 
(PVP) which, when dissolved, gives colloidal 
solutions. A preparation which contains par- 
ticles of an average molecular weight of 30,000 
has been widely used in Germany as a synthetic 
‘plasma expander’ in the same way as dextran 
has been used in this country. Much of it is 
retained in the body and stored almost in- 
definitely and there is some evidence that it can 
act as a carcinogen in rats although not in mice 
and rabbits. 

Periston N’ contains PVP with particles of a 
lower molecular weight averaging about 12,000 
and most, but not all, is excreted through the 
kidney. It has been shown that it can remove 
adsorbed dyes from the 
tissues of animals and pass them through the 
kidney into the urine. This is presumably the 
theoretical basis for the claim that it can be used 
to ‘detoxify the blood and tissues’ and so to 
justify its administration in ‘bacterial and viral 
infections, snake bites, burns and scalds and 
barbiturate poisoning’. These 
claims are not supported by adequate clinical 
The balanced solution of electrolytes 
which is used as a solvent for PVP in the 
preparation of ‘periston N’ would help to re- 
place the loss of extracellular fluid which may 
burning, but PVP of this 
molecular weight would not replace the loss of 
plasma which is at least as important a factor 
The manufacturers themselves advise ‘periston’ 
in the first instance if what they describe as a 
‘protoplasmatic collapse’ has occurred. It should 
be remembered that the action of ‘periston N’ 
in removing ‘toxins’ is dependent upon adequate 
renal function, and that other substances such 
as vitamins may be removed from the body. It 
would in any case be interesting to know the 
toxins’ which are believed to be 
patients suffering from burns 


substances such as 


urticaria and 


trials 


occur in severe 


nature of the 

so lethal in 

and sc alds 
Professor E. J. WAYNE, M.D., F.R.C.P. 


Procaine (H3) 

Query.—I should be grateful for your con- 
sultant’s views on the value or otherwise of H3 
injections. I understand that it is a solution of 
procaine and has been given to geriatric patients. 
Could the benefits claimed be due to a euphoric 
action and is there any danger of drug addiction? 
Rep_y.—Whilst no unanimity yet exists con- 
cerning the mode of action of procaine it is 
generally agreed that, by whatever means it is 
administered, in addition to its local action it 
also has a general effect in the body. C. I. 
Parhon and Anna Aslan, in Rumania, and 
N. K. Gorbadei, in Russia, consider that it 
exerts its influence through the central nervous 
system and its effects depend upon the initial 
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functional state of the nervous system. When 
used in the treatment of peptic ulcer, for 
example, its effect is attributable to the exclusion 
of painful sensations arising in the stomach and 
duodenum from reaching the cerebral cortex, 
the removal of vasodilatation, 
improvement in blood supply to the stomach 
and hence the production of influences favour- 
able to healing of the ulcer 


spasm, local 


Much of the benefit observed from the use 
of procaine in such painful disabling conditions 
as rheumatoid arthritis, ischemic disorders of 
the limbs and coronary insufficiency must be 
attributable to the relief of pain. In these con- 
ditions pain is likely to be longstanding and 
unresponsive to most Con- 
sequently, procaine when it does relieve such 
pain undoubtedly 
being. There is no evidence that procaine in 


analgesic agents. 


engenders a sense of well- 
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itself produces euphoria, nor that addiction to 
the drug occurs. 

Although several clinical trials are being 
carried out in this country using procaine for 
the treatment of various degenerative disorders 
in old age, the results are not yet available and 
so the claims of Aslan and her co-workers have 
not so far been independently assessed. 

A. N. EXTON-SMITH, M.D., M.R.C.P. 


Cost of Bendrofluazide 

Dr. C. A. CLARKE writes:—I much regret an 
unfortunate error in my article on ‘Advances in 
Medicine’ in last month’s issue. I there stated 
(p. 406) that ‘even when supplied to hospitals 
100 5-mg. tablets (of bendrofluazide) 
between 87s. 9d. and g2s. 9d.’. These are the 
prices for 500 5-mg. tablets. The price for 100 
5-mg. tablets is around 19s. 


cost 
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Eradication of Thrush 

“WE feel reasonably confident that there will be 
no further thrush in our nurseries’ is the state- 
ment made by L. J. Harris (American Journal of 
Obstetrics and Gynecology, July 1960, 80, 30) 
following trials of treatment with nystatin in 
three at the New 
Mount Sinai Hospital in Toronto. In the first 
series, 750 newborn babies were given 1 ml. 
(100,000 units) of nystatin suspension daily. Not 
one developed thrush in hospital and only three 
developed it within one week of returning home 
(an incidence of 0.4%), 750 
babies used as controls there were 31 cases (4°). 
In the next series 1000 babies received only two 
doses, on the first and fifth days of life, and 
there was not a single case of thrush. In a further 


series of newborn infants 


whereas in the 


series of 1,560 babies dosage was reduced to one 
dose only, on the third day of life, and four 
babies developed thrush. The present standard 
procedure is therefore to instil 1 ml. (100,000 
units) of nystatin suspension into the mouth of 
all newborn infants on the second and fifth days 
of life. Instillation is by means of an eye-dropper, 
after shaking well nystatin is only 
slightly soluble’, and it is ‘strongly recommended 
that all hospitals should adopt this simple, in- 
expensive and harmless procedure’ 


‘because 


Triflupromazine as an Anti-Emetic 
“TRIFLUPROMAZINE is a highly effective agent in 
the elimination and the prevention of nausea 
and vomiting of varied causes’, according to A. 


Steinberg (Postgraduate Medicine, July 1960, 


28, 62). This conclusion is based upon the 
results obtained in a series of 29 patients: nine 
with hepatic disease, congestive heart failure, 
cerebral aneurysm, or migraine, and 20 with 
malignant disease. Among the latter, 12 were 
receiving treatment with nitrogen mustard. Tri- 
flupromazine was administered by continuous 
intravenous infusion over a five- to eight-hour 
period, 4 mg. being introduced directly into the 
intravenous tubing as a single rapid dose and 
10 mg. being added to the intravenous solution 
(500 ml. of 5°% dextrose or normal saline solu- 
tion, or, in some cases, blood). In the case of 
those receiving nitrogen mustard, a period of 
fifteen minutes was allowed to elapse before tri- 
flupromazine was given. Every patient received 
‘some degree of relief of nausea and vomiting 
after receiving triflupromazine’, and in 27 cases 
the response ‘was considered as excellent or 
good’: i.e. the nausea and vomiting were 
promptly and completely relieved for a con- 
siderable period, usually six to eight hours. In 
all cases but one, triflupromazine was superior 
to chlorpromazine or dimenhydrinate as an 
anti-emetic agent. Side-effects were ‘not a prob- 
lem’: 16 patients had a transitory drop in blood 
pressure of 10 to 20 mm. Hg, and drowsiness 
was noted in every patient but ‘this was not 
an undesirable effect’ in the circumstances. 


Bisacodyl Suppositories and 
Sigmoidoscopy 


THE effectiveness and ease of administration of 
bisacodyl suppositories in comparison with other 
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methods of bowel preparation for sigmoido- 
scopy are ‘outstanding’ according to Henry P 
Leis Jr. and his colleagues (Journal of the 
American Geriatrics Society, July 1960, 8, 527) 
The advantage of these suppositories is that 
they 
nery e-endings in the colonic mucosa on contact, 
and not only empty the 
sigmoid and ‘usually the entire left half of the 
colon as well’, thus making it possible to carry 


act by stimulating the parasympathetic 


rectum but also the 


out sigmoidoscopy at short notice. ‘These sup- 
positories were used in a group of 28 geriatric 
with 
advanced arteriosclerosis as well as other chron 


patients long-standing constipation and 


diseases requiring long-term hospitalization 
Previous attempts to prepare the colon for sig- 
moidoscopy by other means had been ‘most 
difficult and in many cases impossible 
of a 10-mg. bisacodyl (‘dulcolax’) suppository 


into the rectum caused evacuation in an average 


Insertion 


time of 35 minutes. Results were excellent in 20 
patients, satisfactory in five and unsatisfactory in 
three. Unlike other suppositories, bisacody]! does 
not cause reddening or other disturbance of the 
and 


bowel wall, and the mucosa is left ‘clear 


glistening’. The bowel was found to be well 


cleansed to the full length required for th 


insertion of a 10-inch (25 cm.) special sigmoido 


scope with camera attached, and none of the 


patients showed any reaction or untoward 


effects. 


Enema Hazards 
"THE 
R. Pyle and E. Samuel (Clinical Radiology, ju 


hazards of enemas have been reviewed 


bowel wall from an 


tube is the 


1960, I1, 192). Injury to the 
incorrectly 
common complication 


inserted enema most 


The 


that ‘there is no doubt that the only tube 


view 158 € xpressed 
which 
should be inserted blindly into the rectum is a 
soft rubber one and even this has been reported 
to perforate apparently healthy bowel’. Another 
potential source of danger is the administration 
of an enema through a colostomy: damage to the 
colon and perforation is more frequent than in 
the normal rectum. Safeguards against perfora- 
tion in such cases are: the use of a rubber 
catheter; the use of a teat from a feeding bottle 
through which the catheter is threaded, being 
thus kept centrally in the stoma; the avoidance 
of force; the removal and reinsertion of the 
tube should any difficulty be encountered; and 
the insertion of the catheter for the minimum 
distance compatible adequate filling 

ideally, this depth of the 
abdominal wall’. A reminder is given that both 
rectum and colon can be penetrated painlessly 
Perforation may 
cessive pressure of inflow of fluid 


demonstrated experimentally that rupture occurs 


with 
distance is ‘the 


also occur as a result of ex- 
It has been 
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at an average pressure of 4.07 pounds per square 
inch: this is equivalent to a head of water 
pressure of 9 feet 8 inches (295 cm.). “Thus 
under normal circumstances using a gravity tank 
method of administration with the can at 3 feet 
(0.9 from hydrostatic 
pressure may only occur with diseased bowel’ 
Incomplete perforation has been reported after 
a cleansing enema containing hydrogen peroxide 
): perforation was considered to be due to 

pressure of liberated Burns 
may and it is therefore recommended 
that the temperature of the enema should be 
‘at or below 40° C.’. A final ‘serious complica- 
tion’ of enemas to which attention has recently 
This is most 


metre), perforation 


(12.5 
gascous oxygen. 


occur, 


been drawn is ‘water intoxication’. 
likely to occur in cases of megacolon, but it can 
also occur in structurally normal colons—and 
prove fatal 

Nicotinic Acid in Coronary Disease 
Tue effect of nicotinic acid therapy in patients 
disease is discussed by J]. D 
Hunter (New Zealand Medical Journal, June 
1960, 59, 280). A slow-release preparation was 
used in 35 patients (33 male and two female) 
who were considered to be clinically in a ‘steady 
state’, all except the first few receiving an initial 
dosage of 500 mg. thrice daily, increasing after 
two or three days to 1 g. thrice daily. The tablets 
were taken immediately after food, ‘preferably 
with a glass of milk’. In the 25 patients who were 
treated for between three and eighteen months, 
the mean reduction of blood cholesterol levels 


with coronary 


after one month and was maintained 
, and 28°, thereafter. This com- 
pared favourably with results reported by other 
workers. Temporary suspension of the drug in 
15 patients after at least three months’ treatment 


was 20 


at between 23 


resulted in a return to pre-treatment levels 
within one to three weeks. On resumption of 
treatment the decrease in blood cholesterol was 
similar to that previously observed. The ‘rather 
unexpected diminution in severity and frequency 
of anginal pain’ in nearly all the patients was a 
striking feature’, particularly in five in whom the 
pain severe ‘interfere 
markedly with everyday life’. In fourteen of the 
17 patients followed for longer than six months 
11 experienced weight reduction ‘in the absence 
of any instituted dietary measures’. In 
seven patients treatment had to be discontinued 
weeks because of side-effects 
in six because of gastro-intestinal disturbances, 
because of acute dryness of the 
pruritus, and prickling of the 
skin were experienced by all patients, particu- 
larly during the first week of treatment, but in 
they severe enough to necessitate 
withdrawal of the drug 


was normally so as to 


newly 


within a few 


and in one 


mouth. Flushes, 


none were 
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Methazolamide and Intra-Ocular 
Pressure 


COMPARISON of the ocular and systemic effects 
of methazolamide (‘neptazane’) and acetazol- 
amide (‘diamox’) in cases of intra-ocular pressure 
was made by Dorothy A. Campbell (British 
Journal of Ophthalmology, July 1960, 44, 415) 
who treated five volunteer patients. The effect of 
a single dose of 250 mg. of methazolamide 
on intra-ocular pressure was roughly the same 
as that of 250 mg. of acetazolamide except that 
it was slower and more prolonged. In the blood 
the changes in sodium, proteins, 
and bicarbonate were roughly the same with 
both drugs, but the chlorides tended to rise 
during the first six hours after 
and fall after methazolamide. Over twenty-four 
hours the increase in diuresis was much lower 
with methazolamide (33 
A comparison was made of the effect of repeated 
methazolamide 


potassium, 


acetazolamide 


compared with 75°.) 
doses of 125 mg. of and of 
250 mg. of acetazolamide over a period of three 
or four days, and the ‘most striking difference’ 
was that methazolamide maintained a continuous 
control of intra-ocular pressure and in some 
instances produced an increasing effect on each 
had a 
diminishing effect unless potassium bicarbonate 
was given 2s well 
lytes was more or less the same with both drugs 
except that methazolamide did not cause hyper- 
chloremia, which occurs following administra- 
tion of acetazolamide. Diuresis, and the output 
of sodium potassium, 
after the The 

‘declined markedly’ after continuous administra- 
tion of methazolamide. It is that 
methazolamide ‘is particularly suitable for long- 
term therapy’. A 
‘appears to be adequate, but this might be 
increased to 250 mg 
twenty-four or forty-eight hours’ 


successive day whereas acetazolamide 


The effect on blood electro- 


decreased 
chloride 


and usually 


first day. output of 


concluded 
daily 


dosage of 125 mg 


given at intervals of 


Prematurity and Cerebral Palsy 


‘IN present-day obstetrics trauma in the course 
of labour and delivery is an infrequent cause of 
cerebral palsy’, according to N. J. Eastman 
(Bulletin of the Johns Hopkins Hospital, July 
1960, 107, 58). On the other hand, prematurity 
plays a ‘transcendent role’ in the causation and 
‘very small premature infants’ are particularly 
likely to develop this disease. These conclusions 
are based on a analysis of the 
obstetric records of 500 cases of cerebral palsy 
in the New York area, which were compared 
with the obstetric records of 500 normal chil- 
dren. The percentage of first-born in the two 


retrospective 
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series was almost identical, suggesting that birth 
trauma is of little import in the causation of 
cerebral palsy, in so far as first labours are more 
likely to be associated with mechanical diffi- 
culties and consequent brain trauma. Low for- 
ceps delivery, pitocin stimulation of labour, 
analgesic and anesthetic drugs and duration of 
labour were noted with about the same frequency 
in both series, which suggests that none of these 
factors plays a part in the causation of cerebral 
palsy. Nor was the incidence of Czsarean section 
any higher in the control series than in the 
cerebral palsy series. The percentage of pre- 
mature births, however, in the cerebral palsy 
series was extremely high: 30°, as compared 
with 7.8%, in the control series. Of even more 
significance is the high correlation between 
cerebral palsy and extreme prematurity. Thus, 
39 of the cerebral palsy infants weighed less than 
1.5 kg. at birth whereas only two of the normal 
control series fell into this low-weight group. 
On the other hand, the percentage of very large 
babies was approximately the same in the two 
series, ‘again an observation suggesting that in 
present-day obstetrics trauma at delivery may 
not play as important a part as was formerly 
thought’ 


Appendicitis in Nigeria 

\PPENDICITIS is not the rarity in Africa that 
most textbooks of surgery make it out to be, 
according to S. E. Mbanefo (West African 
Medical Journal, August 1960, 9, 175), who 
reports 36 cases operated on in Ibadan during a 
period of two years. Thirteen of these were cases 
of acute appendicitis, comparable to those seen 
in other parts of the world. The remaining 25 
were cases of ‘banded appendix’. In addition, 
three of the patients with acute appendicitis 
were found to have a banded appendix. A 
detailed analysis of the records of these 28 cases 
shows that the presenting symptom is colicky, 
intermittent para-umbilical or right iliac fossa 
pain, with remissions for up to six months. Some 
40°, of cases also had pain in the right iliac 
fossa one to two hours after food, and nausea 
and vomiting were reported in about half the 
cases. The signs were tenderness in the right 
iliac fossa and a positive Rovsing’s sign. Patho- 
logically, the banded appendix differs from the 
fibrosed appendix in that the latter arises frem 
previous infection and is characterized by 
thickening and rigidity of the appendix. In the 
banded appendix there is no thickening or 
rigidity, and the symptoms arise from con- 
striction by an external band of adhesion, and 
not from obliteration of the lumen. The band 
of adhesion appears to arise from the caecum and 
constricts the proximal third of the appendix. 
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Clinical Gastroenterology. By F. Avery 
JONES, M.D., F.R.C.P., and J. W. P. 
GuMMER, M.S., F.R.C.S. Oxford: Black- 
well Scientific Publications Ltd., 1960. 
Pp. 652. Illustrated. Price 7os. 

THE steadily growing interest in gastroenterology 

as a special subject is by the 

appearance of this important book which is an 


emphasized 


authoritative textbook worthy to take its place 
alongside those on neurology, 
other specialties. It is written from the clinical 
standpoint, in the tradition of Mayo Robson, 
Moynihan, and Lauder Brunton, but includes 
full descriptions of modern diagnostic tech- 
niques and laboratory investigations. It provides 
a clear factual account of up-to-date gastro- 
enterological diagnosis and treatment and is suf- 
ficiently comprehensive to be a valuable book 
of reference. The authors write from personal 
experience and a 
literature. It is divided into some twenty chap- 
ters, with many 
clear diagrams. It does not include proctological 
diseases, appendicitis, gall-bladder, or 
diseases. For so big a subject it is remarkable 
how well the authors have their 
material. Although in a few places there seems 
to be a slight over-elaboration in the writing, 
there is throughout an 
meaning, and the reader is impressed by the 
obvious evidence of practical experience and 
critical judgment shown. In the last chapters on 
‘Miscellaneous disorders’ and ‘Diagnostic tech- 


cardiology and 


wide knowledge of the 


x-ray illustrations and some 


liver 


condensed 


excellent clarity of 


niques’ it would have been interesting to have 
had a note of the authors’ 
subject of duodenitis—and perhaps a few more 
than ten lines on exfoliative cytology of the 
alimentary tract 
gastro-intestinal 


views on the debated 


The chapters on ulcerative 


colitis, hzmorrhage, Crohn's 
disease, steatorrhora and hiatus hernia are all 
excellent and could hardly be bettered 

This book is a credit to British Medicine and 
its authors deserve high praise. It will be 
comed by the general physician as well as the 
gastroenterologist. It is beautifull 


of convenient size 


wel- 


printed and 


Atlas and Manual of Dermatology and 
Venereology. By Pror. Dr. W. 
BURCKHARDT. ‘Translated and edited 
by STEPHEN EPSTEIN, M.D. London: 
Bailliére, Tindall and Cox, 1960. Pp. 
276. Illustrated. Price {5 12s. 

In this age of modern dermatology 

about the 

patient session with a suitable atlas on one knee 
and the patient on the other is out of date, but 

a good atlas is invaluable for those practitioners 


the old gibe 


dermatologist conducting his out- 


who have only occasional contact with the more 
exotic examples of disease processes in the skin 
It is with this in mind that this book must be 
reviewed and it comes through the test with 
flying colours. The book is a translation of 
Professor Burckhardt’s ‘Atlas und Praktikum der 
Dermatologie und Venereologie’ which reached 
a second edition in Europe within two years of 
first publication. 

The balance of the book is extremely good, 
the quality of the illustrations is excellent and 
most show the essential characteristics of the 
appearance of the lesions described, although 
the reviewer found the picture of Bowen's 
disease difficult to recognize. On the whole, the 
task of welding an atlas and a manual of 
dermatology in one volume has been achieved, 
but one would have liked a few illustrations of 
the less rare photogenic puzzles which may be 
encountered in general practice, such as granu- 
loma annulare and sarcoidosis, although both 
these are well described. The text is of the 
same high standard as the illustrations, the 
paucity of the reviewer’s criticisms emphasizing 
the quality of the matter, and these criticisms 
may be only those of an English dermatologist, 
not being valid in the United States. In dis- 
cussing the causes of erythema nodosum, no 
mention is made of sarcoidosis; Fowler’s solu- 
tion is not given now for lichen planus, nor is 
lichen sclerosus et atrophicans usually included 
with lichen planus; antibiotics do not influence 
morpheea in England and the sentence ‘benzo- 
caine or Nupercaine ointments may help but 
are best avoided because of the danger of 
causing sensitivity’ could perhaps be rewritten 
in a further edition and small slips such as 33 
and 34 on page 39 instead of 133 and 134 be 
corrected. The section on venereal disease is 
adequate for the non-venereologist. 

This is a good book and the general prac- 
titioner particularly will find it of great use 
The price is reasonable considering the high 
quality of the illustrations, but the value of the 
book is determined very largely by this quality. 


A Clinical Prospect of the Cancer Problem. 


By D. W. SMITHERS, M.D., F.R.C.P., 
F.F.R. Edinburgh: E. & S. Livingstone 
Ltd., 1960. Pp. 232. Illustrated. Price 
375. 6d. 
Tus excellent publication is the introductory 
volume of a series entitled ‘Neoplastic Disease 
at Various Sites’, of which Professor Smithers 
is the general editor, It is an elegantly produced 
book, clearly printed and well and generously 
illustrated, and one that does the publishers 
great credit. The reader is taken through ‘de- 
velopment and senescence’ in chapter I to 
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Methazolamide and Intra-Ocular 
Pressure 


COMPARISON of the ocular and systemic effects 
of methazolamide (‘neptazane’) and acetazol- 
amide (‘diamox’) in cases of intra-ocular pressure 
was made by Dorothy A. Campbell (British 
Journal of Ophthalmolugy, July 1960, 44, 415) 
who treated five volunteer patients. The effect of 
a single dose of 250 mg. of methazolamide 
on intra-ocular pressure was roughly the same 
as that of 250 mg. of acetazolamide except that 
In the blood 


proteins, 


it was slower and more prolonged 
the changes in potassium, 
and bicarbonate were roughly the same with 
both drugs, but the chlorides tended to rise 
during the first six hours after acetazolamide 
and fall after methazolamide. Over twenty-four 
hours the increase in diuresis was much lower 
with methazolamide (33°, compared with 75°.) 
A comparison was made of the effect of repeated 
and of 


sodium, 


doses of 125 mg. of methazolamide 
250 mg. of acetazolamide over a period of three 
or four days, and the ‘most striking difference’ 
was that methazolamide maintained a continuous 
control of intra-ocular and in some 
instances produced an increasing effect on each 


had a 


pressure 


successive day whereas acetazolamide 
diminishing effect unless potassium bicarbonate 
was given as well. The effect on blood electro- 
lytes was more or less the same with both drugs 
except that methazolamide did not cause hyper- 
chloremia, which occurs following administra- 
tion of acetazolamide. Diuresis, and the output 
of sodium and potassium, 
after the first The 

“declined markedly’ after continuous administra- 
tion that 
methazolamide ‘is particularly suitable for long- 
term therapy’. A daily 
‘appears to be adequate, but this might be 
250 mg 
twenty-four or forty-eight hours’ 


decreased 
chloride 


usually 
day. output of 


of methazolamide. It is concluded 


dosage of 125 mg 
intervals of 


increased to given at 


Prematurity and Cerebral Palsy 


‘IN present-day obstetrics trauma in the course 
of labour and delivery is an infrequent cause of 
cerebral palsy’, according to N. J. Eastman 
(Bulletin of the Johns Hopkins Hospital, July 
1960, 107, 58). On the other hand, prematurity 
plays a ‘transcendent role’ in the causation and 
“very small premature infants’ are particularly 
likely to develop this disease. These conclusions 
are based on analysis of the 
obstetric records of 500 cases of cerebral palsy 
in the New York area, which were compared 
with the obstetric records of 500 normal chil- 
dren. The percentage of first-born in the two 


a retrospective 


series was almost identical, suggesting thet birth 
trauma is of little import in the causation of 
cerebral palsy, in so far as first labours are more 
likely to be associated with mechanical diffi- 
culties and consequent brain trauma. Low for- 
ceps delivery, pitocin stimulation of labour, 
analgesic and anesthetic drugs and duration of 
labour were noted with about the same frequency 
in both series, which suggests that none of these 
factors plays a part in the causation of cerebral 
palsy. Nor was the incidence of Czsarean section 
any higher in the control series than in the 
cerebral palsy series. The percentage of pre- 
mature births, however, in the cerebral palsy 
series was extremely high: 30°, as compared 
with 7.8°, in the control series. Of even more 
significance is the high correlation between 
cerebral palsy and extreme prematurity. Thus, 
39 of the cerebral palsy infants weighed less than 
1.5 kg. at birth whereas only two of the normal 
control series fell into this low-weight group. 
On the other hand, the percentage of very large 
babies was approximately the same in the two 
series, ‘again an observation suggesting that in 
present-day obstetrics trauma at delivery may 
not play as important a part as was formerly 
thought’ 


Appendicitis in Nigeria 

A\PPENDICITIS is not the rarity in Africa that 
most textbooks of surgery make it out to be, 
according to S. E. Mbanefo (West African 
Medical Fournal, August 1960, 9, 175), who 
reports 36 cases operated on in Ibadan during a 
period of two years. Thirteen of these were cases 
of acute appendicitis, comparable to those seen 
in other parts of the world. The remaining 25 
were cases of ‘banded appendix’. In addition, 
three of the patients with acute appendicitis 
were found to have a banded appendix. A 
detailed analysis of the records of these 28 cases 
shows that the presenting symptom is colicky, 
intermittent para-umbilical or right iliac fossa 
pain, with remissions for up to six months. Some 
40% of cases also had pain in the right iliac 
fossa one to two hours after food, and nausea 
and vomiting were reported in about half the 
cases. The signs were tenderness in the right 
iliac fossa and a positive Rovsing’s sign. Patho- 
logically, the banded appendix differs from the 
fibrosed appendix in that the latter arises from 
previous infection and is characterized by 
thickening and rigidity of the appendix. In the 
banded appendix there is no thickening or 
rigidity, and the symptoms arise from con- 
striction by an external band of adhesion, and 
not from obliteration of the lumen. The band 
of adhesion appears to arise from the cecum and 
constricts the proximal third of the appendix. 





REVIEWS OF BOOKS 


Clinical Gastroenterology. By F. Avery 
JONES, M.D., F.R.C.P., and J. W. P. 
GUMMER, M.S., F.R.C.S. Oxford: Black- 
well Scientific Publications Ltd., 1960. 
Pp. 652. Illustrated. Price 7os. 

THE steadily growing interest in gastroenterology 

as a special subject is emphasized by the 

appearance of this important book which is an 
authoritative textbook worthy to take its place 
alongside those on neurology, cardiology and 
other specialties. It is written from the clinical 
standpoint, in the tradition of Mayo Robson, 

Moynihan, and Lauder Brunton, but includes 

full descriptions of modern diagnostic tech- 

niques and laboratory investigations. It provides 

a clear factual account of up-to-date gastro- 

enterological diagnosis and treatment and is suf- 

ficiently comprehensive to be a valuable book 
of reference. The authors write from personal 
experience and knowledge of the 
literature. It is divided into some twenty chap- 
ters, with many x-ray and 
clear diagrams. It does not include proctological 
diseases, appendicitis, gall-bladder, or 
diseases. For so big a subject it is remarkable 
how well the authors have their 
material. Although in a few places there seems 
to be a slight over-elaboration in the writing, 
there is throughout an clarity of 
meaning, and the reader is impressed by the 
obvious evidence of practical experience and 
critical judgment shown. In the last chapters on 

‘Miscellaneous disorders’ and ‘Diagnostic tech- 

niques’ it would have been interesting to have 

had a note of the authors’ views on the debated 
subject of duodenitis—and perhaps a few more 
than ten exfoliative cytology of the 
alimentary tract. The chapters on 
gastro-intestinal hamorrhage, 
disease, steatorrhaa and hiatus hernia are all 
excellent and could hardly be bettered 

This book is a credit to British Medicine and 
its authors deserve high praise. It will be wel- 
comed by the general physician as well as the 
gastroenterologist. It is beautifully printed and 


a wide 


illustrations some 


liver 


condensed 


excellent 


lines on 
ulcerative 


colitis, Crohn’s 


of convenient size 


Atlas and Manual of Dermatology and 
Venereology. By Pror. Dr. W. 
BURCKHARDT. ‘Translated and edited 
by STEPHEN EpsTEIN, M.D. London: 
Bailli¢re, ‘Tindall and Cox, 1960. Pp. 
276. Illustrated. Price £5 12s. 

IN this age of modern dermatology 

about the dermatologist 

patient session with a suitable atlas on one knee 
and the patient on the other is out of date, but 

a good atlas is invaluable for those practitioners 


the old gibe 


conducting his out- 


who have only occasional contact with the more 
exotic examples of disease processes in the skin. 
It is with this in mind that this book must be 
reviewed and it comes through the test with 
flying colours. The book is a translation of 
Professor Burckhardt’s ‘Atlas und Praktikum der 
Dermatologie und Venereologie’ which reached 
a second edition in Europe within two years of 
first publication. 

The balance of the book is extremely good, 
the quality of the illustrations is excellent and 
most show the essential characteristics of the 
appearance of the lesions described, although 
the reviewer found the picture of Bowen’s 
disease difficult to recognize. On the whole, the 
task of welding an atlas and a manual of 
dermatology in one volume has been achieved, 
but one would have liked a few illustrations of 
the less rare photogenic puzzles which may be 
encountered in general practice, such as granu- 
loma annulare and sarcoidosis, although both 
these are well desctibed. The text is of the 
same high standard as the illustrations, the 
paucity of the reviewer’s criticisms emphasizing 
the quality of the matter, and these criticisms 
may be only those of an English dermatologist, 
not being valid in the United States. In dis- 
cussing the causes of erythema nodosum, no 
mention is made of sarcoidosis; Fowler’s solu- 
tion is not given now for lichen planus, no: is 
lichen sclerosus et atrophicans usually included 
with lichen planus; antibiotics do not influence 
morphcea in England and the sentence ‘benzo- 
caine or Nupercaine ointments may help but 
are best avoided because of the danger of 
causing sensitivity’ could perhaps be rewritten 
in a further edition and small slips such as 33 
and 34 on page 39 instead of 133 and 134 be 
corrected. The section on venereal disease is 
adequate for the non-venereologist. 

This is a good book and the general prac- 
titioner particularly will find it of great use. 
The price is reasonable considering the high 
quality of the illustrations, but the value of the 
book is determined very largely by this quality. 


A Clinical Prospect of the Cancer Problem. 


By D. W. SMITHERS, M.D., F.R.C.P., 
F.F.R. Edinburgh: E. & S. Livingstone 
Ltd., 1960. Pp. 232. Illustrated. Price 
375. 6d. 
Tus excellent publication is the introductory 
volume of a series entitled ‘Neoplastic Disease 
at Various Sites’, of which Professor Smithers 
is the general editor. It is an elegantly produced 
book, clearly printed and well and generously 
illustrated, and one that does the publishers 
great credit. The reader is taken through ‘de- 
velopment and senescence’ in chapter I to 
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natural history, theories of causation, injury 
and isolation, the influence of hormones, an 
interesting chapter on quackery and education, 
and on to ‘Aims of treatment’ and ‘Systemic 
treatment and its future’, eleven chapters in all. 
At the end of each chapter is a summary and 
at the end of the book a final summary of sum- 
maries, four-and-a-half pages long. To take 
such a gigantic theme, and compress it into 
such a small space, is a considerable feat, 
though an almost impossible one to do ade- 
quately. More praise to author and publishers 
to have produced such a readable work. 


Diseases of the Chest Including the Heart. 
Edited by J. ArrHurR Myers, M.D., 
pu.D. Springfield, Illinois: Charles C 
Thomas, 1959; Oxford: Blackwell 
Scientific Publications Ltd., 1959. Pp. 
1015. Illustrated. Price £13 16s. 

Tuis large volume amounts to a series of 

monographs by 35 experts, including the editor 

who is responsible for six of the 48 chapters 

‘The editor’s review of tuberculosis stresses the 

constant need for case-finding in a long-term 

programme if the disease is to be eradicated 
by the turn of the century. The chapter on 

*Hutchinson-Boeck granulomatosis’ is a well- 

balanced article though it is a shade pessi- 

mistic. The section of 100 pages on 

“Tumours of the chest’, profusely illustrated, is 

a most valuable reference work. The chapters 

on ‘Arterial hypertension’ and ‘Hypertensive 

heart disease’ give very little detail of treatment 
by sympathectomy or hypotensive drugs. Deal- 
ing with ‘Coronary disease’, W. B. Bean does 
much to consolidate ‘seething ideas and specu- 
lations which far outrun our modicum of hard- 
won facts’. He gives a useful list of 116 condi- 
tions which in his experience have simulated 
myocardial infarction. In the chapter on ‘Cor 
pulmonale’ there is mere mention of the use of 

a respirator; the fact that positive 

assisted respiration may save many lives is not 

revealed. C. W. Lillehei and L. Varco contri- 
bute a lucid presentation of the uses of the 
extra-corporeal circulation. 

Certain trends in the United States, differing 
in some degree from those in England, may be 
mentioned. Digitoxin intramuscularly is 
for quick digitalization (p. 667). Thiouracil 
compounds scarcely have a place in the treat- 
ment of hyperthyroidism, unless preoperatively 
{p. 856). Proveratrine is used in the treatment 
of hypertension in pregnancy (p. 873). 

The text is clearly printed in double columns, 
very easy to read, but the great weight of the 
book suggests that for future editions two com- 
panion volumes might be more convenient. 
Postgraduates reading for higher examinations 
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pressure 
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will find in it just the sort of material they 
require, whilst general physicians who do not 
specialize in the subject of a particular mono- 
graph will find a satisfying assessment therein, 
together with a good bibliography. We predict 
success for this book. 


A Student’s Guide to Obstetrics and 
Gynecology. By CHRISTOPHER J. Dew- 
HURST, M.B., F.R.C.S.ED., M.R.C.O.G. 
London: Cassell & Co. Ltd., 1960. 
Pp. 229. Illustrated. Price 16s. 

‘Here is what the student should know first 

before attempting to burden his memory with 

greater detail’. “There are many more interesting 
side roads which you may explore—when you 
know the main thoroughfare’. These two sen- 
tences define the scope of this book. Detail is 
left out and what remains is essential knowledge 
for passing the final examination, though most 
examining boards will expect more from candi- 
dates than is here. The book is meant to pro- 
vide a framework which can be filled in from 
experience in wards, clinics and _ lectures. 
Within its intentionally restricted sphere the 
book is a good ene. Criticism can only be 
levelled at the aim, but it must be accepted 
that there are many ways of learning any sub- 
ject. If your preference is for the bird’s eye view 
and essentials only, this is your book. Those 
with an academic outlook must go elsewhere. 
There is room for both approaches. 


Radiology as a Diagnostic Aid in Clinical 
Surgery. By Howarp MIDDLEMISs, M.D., 
F.F.R., D.M.R.D. London: William Heine- 
mann Medical Books Ltd., 1960. Pp. 151. 
Illustrated. Price 30s. 

As the introduction points, this book is intended 
for surgeons. Much of the technical detail of 
radiology is omitted and the reader is presented 
with a simple statement of the radiological 
findings in the commoner surgical conditions. 
Illustrations are numerous, well and 
well reproduced. Inevitably in such a short 
book many of the rarer conditions which may 
puzzle a surgeon from time to time are omitted 
and the book is not useful as a work of reference 
in these circumstances; nor was it intended to 
be. Its main value is that it presents in a clear 
way a statement, with full and interesting ex- 
planation, of the scope and the limitations of 
radiology in helping the surgeon. 

Throughout the book the author takes the 
clinical point of view and he introduces many 
subjects with a brief but accurate clinico-patho- 
logical statement about the disease under re- 
view. Herein lies a possible criticism of the 
whole work: that it tends to fall between two 
that neither the clinical nor the 
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stools and 
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radiological parts are long enough or detailed 
enough to be really valuable to a surgeon of any 
experience. The surgical reader may in fact at 
first feel a little annoyance at finding so much 
elementary surgery restated, but if he will be 
tolerant and read on he will find that this 
method of presentation adds to the interest and 
leads up clearly to the helpful statement of the 
radiologist’s contribution which always follows 


A Short Synopsis of Human Protozoology 
and Helminthology. By L. R. S. Mac- 
FARLANE, O.B.E., M.D., D.P.H. Edinburgh: 
E. & S. Livingstone Ltd., 1960. Pp. 251. 
Illustrated. Price 35s. 

BASED on notes used to prepare students at the 
Royal Army Medical College for the D.T.M 
& H., and also for the training of pathologists, 
this ‘synopsis’ is an ideal book for the purpose 
The numerous line drawings, by R. M. Leach, 
and the seven coloured plates are admirably 
clear. There has long been a demand for a 
concise practical handbook of this type, and it 
is one which can be recommended to all who 
are concerned with teaching in tropical medi- 
cine. Brigadier Macfarlane is to be congratu- 
lated on a job well done, and his book should 
have a steady sale in medical schools throughout 
the whole of Asia and Africa. 


A Symposium on Industrial Pulmonary 
Diseases. Edited by E. J. Kine, Pu.p., 
D.sc., F.R..C., and C, M. FLetTcuer, 
C.B.E., M.D., F.R.c.P. London: J. & A. 
Churchill Ltd., 1960. Pp. 273. Hlus- 
trated. Price 32s. 

Tus excellently produced concise volume con- 

tains the 21 papers presented at a symposium 

on industrial pulmonary 
held at the Postgraduate Medical School in 

March 1958. 

pneumoconioses due to mineral, vegetable and 

metallic dusts and fumes; bronchitis amongst 
agricultural and industrial groups and occupa- 


diseases which was 


Diseases covered include the 


tional lung cancer. ‘The emphasis is on coal- 
workers’ pneumoconiosis. ‘The individual essays, 
whilst not exhaustive, are comprehensive and 
together constitute an integrated story. Among 
the aspects dealt with were epidemiology, the 
physics and biological effects of inhaled dust, 
etiology and pathology, radiological manifesta- 
tions, lung function and measurement of pul- 
monary ventilation and gas exchange, clinical 
investigation and treatment of patients, and, 
finally, prevention. 

The great merit of this book, on which the 
sponsors, contributors and editors are to be 
congratulated, is that for the first time in Great 
Britain the various aspects of this important 
group of diseases have been combined in a 


single volume. At the same time the essays 
reflect the substantial contributions which 
British scientists are making in this field. 
General practitioners in mining and industrial 
areas are, however, mainly concerned with 
applied science as represented by the daily 
problems of workmen’s compensation in indi- 
vidual patients. Perhaps in 1961 the Trades 
Union Congress, now that they have a full- 
time medical adviser, may be able to arrange a 
symposium on this aspect and provide a supple- 
mentary companion volume. 


Queen Square and The National Hospital 
Edward Arnold 


Pp. 


1860-1960. London: 
(Publishers) Ltd., 1960. 
Illustrated. Price 30s. 

Tuis little book, which has been produced to 
mark the centenary this year of the National 
Hospital, will be of interest mainly to neuro- 
logists, most of whom must have a warm affec- 
tion for the hospital from personal connexions 
with it, even though the feeling may be tinc- 
tured at times by the sort of irritation natural 
to a family group, and perhaps occasionally by 
doubts as to whether (like Punch) it is as good 
as it used to be. Unlike Punch, however, the 
famous rejoinder—that it never was—certainly 
does not apply. It got off to a vigorous start 
with that fascinating figure, Brown-Séquard, as 
one of its original physicians, though his rest- 
less unorthodoxy did not permit him to stay 
long, and within a relatively few years had 
added Hughlings Jackson, Gowers, Ferrier and 
Horsley to its staff, as well as many others 
illustrious in their times, not only neurologists 
but surgeons, ophthalmologists and laryngolo- 
gists. By 1910, after half a century, no less than 
eight of its honorary consultants were, or had 
been, Fellows of the Royal Society, a remark- 
able tally for a hospital so small. And in more 
recent times many notable men have served it: 
to name only the dead, Kinnier Wilson, a 
fabulous clinician who has left as a monument 
textbook as well as many other 
writings, George Riddoch whose kindness and 
humanity linger in the minds of those who 
knew him as much as his wisdom as a physician, 
and Sir Hugh Cairns whose dynamic foresight 
responsible for the excellence of 
neurosurgical care in the British Army in the 
last war. 

The book gives rather disappointing sketches 
of some of these men, of the Chandler family 
who founded the hospital, and an outline of the 
history of the Square itself (originally named 
for Queen Anne, though the statue in the 
gardens is thought to be of Queen Charlotte) 
and its past residents, who have included Elihu 
Yale, Fanny Burney, Sidney Smith, Hoyle, the 
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authority on card games, and Lord Justice 
Pollock. The attractive dust-cover is from a 
water colour by Dr. Beaver. 


NEW EDITIONS 

A Short Textbook of Midwifery, edited by G. F. 
Gibberd, M.s., F.R.C.S., F.R.C.0.G., seventh 
edition (J. & A. Churchill Ltd., 36s.).—Many 
sections of this old favourite have been re- 
written, and it continues to give a sound ex- 
position of clinical obstetrics. The process of 
pruning could have been more thoroughly done 
with advantage. The age of the book is beginning 
to show itself in several ways, for instance in 
the very long section on puerperal sepsis, the 
advocacy of sulphanilamide, the use of gum- 
saline in decreased blood volume, the treatment 
of macrocytic anemia by liver extract, the taking 
of external measurements of the pelvis, the 
forcing of fluids in failing lactation and in other 
matters of detail. This is unfortunate, for the 
general air of critical conservatism that informs 
the book is admirable. But students reading 
these archaisms are apt to think that obstetrics 
as a study is dragging its scientific feet. The fact 
that this is not so is not easily apparent from 
these pages. 

Body Fluids in Surgery, by A. W. Wilkinson, 
CH.M., F.R.C.S.FD., F.R.C.S., in its second edition 
(E. & S. Livingstone Ltd., 21°.) lives up to the 
same high standard as the first edition. The 
author, having now become Nuffield Professor 
of Pediatric Surgery at The Hospital for Sick 
Children, Great Ormond Street, has added a 
most helpful and informative chapter on fluid 
and electrolyte disturbances in infancy and 
childhood. Apart from this addition there is 
evidence of extensive revision and amplification 
of other chapters, in particular that on the 
effects of injury. There is no doubt that Professor 
Wilkinson’s book should be read by every think- 
ing surgeon for it is packed with a mass of 
valuable information. One must express the 
hope that this work will continue to be kept up 
to date in future editions 


Pharmacology and Therapeutics, by Arthur 
Grollman, PH.D., M.D., F.A.C.P., in its fourth 
edition (Henry Kimpton, 93s. 6d.) maintains 
the tradition of previous editions in success- 
fully combining the essentials of pharmacology 
with adequate reference to therapeutic applica- 
tions. The direct successor of Cushny’s famous 
textbook, on which so many of us were brought 
up, it maintains to a commendably high degree 
Cushny’s rigorous standards. Considerable skill 
has been exercised in pruning non-essential 
technical details. This is a book which can not 
only be recommended to the undergraduate as a 
sound introduction to therapeutics, but also to 


the practitioner as a sound survey of the 


pharmacology of the drugs which he uses in 
the course of h’s daily work. 


Medical Physiology and Biophysics, edited by 
Theodore C. Ruch, pf.p., and John F. Fulton, 
M.D. (W. B. Saunders Co. Ltd., £5 12s.), is the 
eighteenth edition of Howell’s famous textbook 
of physiology which first saw the light of day 
in 1896. The new title has been chosen ‘to 
represent the editors’ conviction that physiology 
should be developed and taught in depth’— 
whatever that may mean. Fortunately the 
change of title involves no alteration in the high 
standard of the text. Careful revision has been 
undertaken, and new material includes two 
excellent chapters: one on the biophysics of the 
cell membrane, and one on the neurophysiology 
of emotion. In its new guise ‘Howell’ still 
stands supreme. It would be difficult to find a 
more reliable guide to the intricacies of physio- 
logy. 


The Electrical Activity of the Nervous System, by 
Mary A. B. Brazier, B.sc., PH.D., in its second 
edition (Pitman Medical Publishing Co. Ltd., 
35s.) is written for undergraduate and post- 
graduate students, and brings together under 
one cover a survey of the electrical activity of 
the nervous system. It deals with activity at 
synapses, in nerve-cell bodies and in axons, in 
peripheral nerves and in the central nervous 
and along the pathways subserving 
It is lucidly written and clearly 
illustrated, and a good list of references is 
given at the end of each chapter. This edition 
will equal or exceed the first in popularity, and 
many may wish that the author felt able to 
stretch her terms of reference to include electro- 
myography. 


system, 


special senses. 


The Handling of Chromosomes, by C. D. Dar- 
lington, F.R.s., and L. F. La Cour, third 
edition (George Allen & Unwin Ltd., 30s.).— 
This small and useful book follows exactly the 
pattern of the second revised edition of 1947. 
The additional pages in the new edition are 
used to introduce an entirely new section on 
autoradiography. There are five new plates and 
some additional references but the whole text 
has been retained in the simple direct form that 
has appealed for so many years to all students 
who are concerned with chromosomes. 





The contents of the December issue, which will contain 
a symposium on ‘Winter Ailments’, will be found on page 
A 160 at the end of the advertisement section. 





Notes and Preparations see page 709. 

Notes from the Continent see page 713. 

Fifty Years Ago see page 715. 

Motoring Notes see page Alos. 

Travel Notes see page A11 

Bridge Notes see page Ai 

Postgraduate Education ‘ar the Family Doctor 
see supplement pages 1-14. 
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Menstrogen treatment of secondary amenorrhoea is aimed at restoring 
both menstruation and ovulation. After only four or five months’ 
treatment the restoration of normal pituitary-ovarian activity will 


result in natural cyclic bleeding. 


Menstrogen 


DOSAGE PACKS 
: Tablets each containing 

4 tablets daily for 5 days Ethinyloestradiol B.P... 0.01 mg. 

or 1 mi. by intramuscular injection Ethisterone B.P -+ 10.00 mg. 
I 2 

daily for 2 days. Within 3-5 days apa ae ee , 
Ampoules each containing 

after treatment withdrawal Ethinyloestradiol B.P... 0.02 mg. 

bleedi hould Progesterone B.P. - 12.5 mg. 

aay anne Seer In packs of 2 x 1 ml. and 6 x 1 mil. 


ORGANON LABORATORIES LIMITED 
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NOTES AND PREPARATIONS 


NEW PREPARATIONS 
‘CELBENIN’ is a new penicillin derivative, 
sodium 6-[2,6-dimethoxybenzamido] penicil- 
lanate monohydrate, which clinical trials have 
shown to be effective against ‘all staphylococci, 
including those resistant to known penicillins 
and all other antibiotics’. It is said to be com- 
pletely absorbed into the blood stream when 
injected and to be ‘entirely free from 
effects’. Available in vials 
(Beecham Research Laboratories 
Road, Brentford, Middlesex.) 


side- 
containing I g 


West 


Great 


*‘DONNAZYME’ tablets each have an outer acid- 
soluble layer containing 0.0518 mg 
amine sulphate, 0.0097 mg. of atropine sulphate, 
0.0033 mg. of hyoscine hydrobromide, 8.1 mg 
of phenobarbitone, and 150 pepsin 
B.N.F., 
300 mg. of pancreatin | 
bile salts. They are intended for 
relief’ in chronic recurrent pancreatitis, chronic 
gastritis, post-cholecystectomy syndrome and 


of hvoscy- 


meg ot 
and an enteric-coated core containing 
S.P 150 mg. of 
symptomatic 


and 


chronic biliary disorders. Available in bottles of 


50 and soo. (A. H. Robins Co. Ltd., 5 Fen- 


church Street, London, E.C.3.) 


*ESKORNADE SPANSULES’ each contain 2.5 mg. of 


isopropamide iodide, 50 mg. of phenylpropano- 
lamine hydrochloride, and 5 mg. of diphenyl- 
pyraline hydrochloride, and are intended for 
the treatment of congestion and hypersecretion 
in the nasal and paranasal sinuses associated 
with the common cold, nasal allergy, acute and 
chronic rhinitis, influenza and sinusitis. Side- 
effects are said to be slight and transient. They 
are contraindicated in patients with glaucoma 
or prostatic hypertrophy and should be used 
with caution in cases of severe hypertension. 
Available in containers of 30 capsules. (Smith 
Kline & French Laboratories Ltd., Welwyn 
Garden City, Herts.) 


‘FLAVELIX’ is an expectorant linctus, each tea- 
spoonful of which contains 12.5 mg. of mepyr- 
amine maleate, 10 mg. of ephedrine hydro- 
chloride, 90 mg. of ammonium chloride, and 
40 mg. of sodium citrate, in a flavoured base. It 
is said to be ‘particularly valuable’ in the treat- 
ment of allergic coughs or those due to the 
common cold and influenza, in which it also 
relieves nasal stuffiness and sneezing. Available 
in bottles of 4, 20 and 80 fluid ounces (113 ml., 
540 ml., and 2.3 litres). (Fletcher, Fletcher & 
Co. Ltd., Vibrona Laboratories, Holloway, 
London, N.7.) 


‘Metamsustac’ tablets contain methylamphet- 


amine hydrochloride ‘in a form allowing 


controlled release over a period of ten hours’, 
and are indicated in the treatment of obesity. 
One tablet taken in the morning is said to 
provide effective appetite suppression through- 
out the day, together with ‘balanced stimulation 
of the central nervous system’. They are contra- 
indicated in patients with severe hypertension, 
advanced arteriosclerosis and coronary heart 
disease, states of undue mental excitation and 
anxiety, hyperthyroidism and idiosyncrasy to 
stimulants of the central nervous system. 
Available as tablets of 7.5 and 15 mg. in packs 
of 30 and 250. (Pharmax Ltd., Western House, 
Gravel Hill, Bexleyheath, Kent.) 


‘PARGONYL’ capsules each contain 250 mg. of 
paromomycin sulphate and are said to be bac- 
tericidal and parasiticidal over a wide range of 
organisms. Available in bottles of 16. (Roussel 
Laboratories Ltd., 847 Harrow Road, London, 
N.W.10.) 


‘PASINAH-6PH’ cachets for the treatment of 
tuberculosis each contain 1.67 g. of sodium 
aminosalicylate B.P., and 33.3 mg. of isoniazid 
B.P. and have been introduced to provide the 
recommended daily quantities of the two drugs 
in six cachets daily. Available in tins containing 
sufficient for thirty days (180) and go days (540). 
(A. Wander Ltd., 42 Upper Grosvenor Street, 
London, W.1.) 


‘SPOROSTACIN’ cream contains 1% of chlordan- 
toin and 0.05% of benzalkonium chloride as the 
active ingredients, and is intended for the 
treatment of fungous infections of the vulvo- 
vaginal area. In moniliasis it is said to provide 
rapid relief from swelling, itching, irritation and 
other distressing symptoms—‘sometimes within 
hours, usually within two days’. Available in 
plastic tubes containing 95 ml., with or without 
a measured-dose applicator. (Ortho Pharmaceu- 
tical Ltd., Saunderton, Buckinghamshire.) 


“TANDERIL’ tablets each contain 100 mg. of 
1-phenyl-2-p-hydroxypheny]l - 3,5 -dioxo-4-n- 
butylpyrazolidine monohydrate, an anti-rheu- 
matic and anti-inflammatory agent which is 
said to be of ‘exceptional tolerability with 
marked antipyretic end analgesic properties’. 
They are contraindicated in patients with 
cardiac damage, aedema, hypertension, and those 
in whom there is danger of cardizc decompensa- 
tion, renal and hepatic damage, drug allergy, 
or a history of peptic ulcer or blood dyscrasia. 
Available in containers of 50, 250 and 1000. 
(Geigy Pharmaceutical Co. Ltd., Roundthorn 
Estate, Wythenshawe, Manchester 23.) 
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“Triotussic’ tablets each contain 12.5 ug. of 
phenylpropanolamine hydrochloride, 6.25 mg. 
of mepyramine maleate B.P., 6.25 mg. of 
pheniramine maleate, 20 mg. of noscapine 
hydrochloride, 90 mg. of terpin hydrate B.P.C., 
and 160 mg. of paracetamol. They are intended 
for the symptomatic control of ‘the total com- 
mon cold syndrome: cough, nasal and bronchial 
congestion, pain and pyrexia’. Available as 
timed-release tablets in bottles of 50 and 250 
and also as a flavoured suspension (each 4 ml. is 
equivalent to 1 tablet) in bottles of 4 and 20 
fluid ounces (113 and 540 ml.). (A. Wander 
Ltd., 42 Upper Grosvenor Street, London, 
W.1.) 


PHARMACEUTICAL NOTES 

BOEHRINGER Propucts Division announce that 
their preparation ‘villescon’ is now available in a 
liquid form, each teaspoonful (5 ml.) of which 
contains 2.5 mg. of phenylpyrrolidinopentane 
‘together with vitamins of the B complex’. 
Issued in bottles of 4 fluid ounces (113 ml.) 
(Pfizer Ltd., 137-139 Sandgate Road, Fol- 
kestone, Kent.) 
Geicgy PHARMACEUTICAL Co. LTD. announce 
that their preparation ‘tofranil’ is now available 
in an additional strength (10 mg.) for the treat- 
ment of elderly patients suffering from depres- 
sion. Issued in containers of 60, 250 and 1000. 
({Roundthorn Estate, Wythenshawe, Manches- 
ter 23.) 


FORTHCOMING CONFERENCES 
Mental Health and the Family Doctor will be the 
subject of a symposium organized by the College 
of General Practitioners, to be held on Sunday, 
November 20, 1960, in the Wellcome Build- 
ing, Euston Road, London, N.W.1. Full details 
may be obtained from the Secretary, College 
of General Practitioners, 41 Cadogan Gardens, 
Sloane Square, London, S.W.3. 


The Health of Executives will be the subject of a 
one-day conference organized by the Chest and 
Heart Association, to be held at the Royal 
Festival Hall on November 24, 1960. Full 
details may be obtained from the Association at 
Tavistock House North, Tavistock Square, 
London, W.C.1. 


NEW FILMS 
Quads are Born (16 mm., colour, sound; running 
time 12} minutes) was made with the object ‘of 
recording the surgical technique involved in the 
case of a multiple delivery by Caesarean section 
and in the hope that it might prove useful in the 
teaching of medical students and nursing staff 
and might also prove of outstanding interest to 
all members of both professions’. The film 
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shows the birth of quadruplets to a 42-year-old 
mother in her fifth pregnancy and the operation 
was performed by Mr. F. Hamilton Leckie at 
the Eastern Maternity Hospital, Glasgow. It 
was produced by Stanley Schofield and is 
available on free loan for showing to profes- 
sional audiences upon application to the Home 
Sales Department, Cow & Gate Ltd., Guildford, 
Surrey. 


ROYAL SOCIETY OF MEDICINE 
THE next meeting of the Section of General 
Practice will be held at 8.15 p.m. on Wednesday, 
November 16, when the subject for discussion 
will be ‘Infectious Diseases Today’. The open- 
ing speakers will be Drs. G. I. Watson and 
S. Leff, and Professor C. H. Stuart-Harris. 


NEW JOURNAL 
Chemotherapia is a bi-monthly journal which 
aims to serve as a link between all those in- 
terested in ‘the experimental and clinical 
progress and problems of modern chemo- 
therapy’, and is also the official organ of the 
International Symposium of Chemotherapy. 
Contributions are in English, French or Ger- 
man, each article including a short summary in 
the other two languages. The editors-in-chief 
are Drs. P. Kuemmerle and P. Rentchnick. The 
publishers are S. Karger A.G., 25 Arnold 
Bécklinstrasse, Basle, Switzerland, and the 
subscription rate is Swiss francs 56.— ($13.50). 


CHRISTMAS GIFTS FUND APPEAL 
Tue Chairman of the Committee of Manage- 
ment of the Royal Medical Benevolent Fund 
writes :—‘Once again I ask your readers to give 
support to the Christmas Gifts Fund. Although 
we are able to give far larger regular grants than 
in the past, it is difficult for our subscribers to 
realize what extraordinary joy and happiness the 
Christmas gifts bring to our beneficiaries, to 
each of whom last year a gift of £8 was sent. 
To the old, the poor and the lonely, Christmas 
Day only too often brings poignant memories 
of happier days gone by and the arrival of our 
gift gives great pleasure, as the letters of thanks 
testify so vividly. The magnificent response to 
these annual appeals shows that they touch a 
special chord of sympathy. Because of this I 
appeal to all your readers to help bring Christ- 
mas cheer into the homes of many of our less 
fortunate brothers and sisters’. Contributions, 
marked ‘Christmas Gifts’, should be sent to the 
Royal Medical Benevolent Fund, 37 St. George’s 
Road, Wimbledon, London, S.W.19. 


HOSPITALS’ SYMPHONY ORCHESTRA 
THERE are vacancies in all string sections and in 
some of the wind and brass sections of the 
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non-infected 


dermatoses 


Cortril* Spray 


brand of hydrocortisone 


effective spray therapy 

Applies the full potency right on to the skin: does 
not sting, burn or irritate. Isn't tacky. Easy and 
convenient to use. Handling of tender fragile skin 
is avoided 

presentation: Plastic-coated bottles containing 


100 mg. Cortril (hydrocortisone). 


Cortril Ointment 


brand of hydrocortisone 


superior topical ointment 


The most frequently indicated topical 
hydrocortisone preparation. Available in non-greasy 


or greasy base, effective in wet or dry lesions. 


presentation: Non-greasy ointment 0°5",, 1°0° 
and 2°5°.. Greasy ointment 1-0°, and 2:5”, 


SCIENCE FOR THE WORLD’S WELL-BEING 


Pfizer Ltd - Folkestone - Kent *Trade Mark °248/3755 
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AGAINST 
THE 


COCCI 


ERY THROCIN has proven its efficiency 
against coccal infections over several 
years of world-wide usage 
ERYTHROCIN is potent; its activity is 
bactericidal 

ERYTHROCIN is a remarkably safe 
antibiotic. 

ERY THROCIN acts rapidly; therapeutic 
blood levels are achieved within 30 
minutes and effective concentrations 
last for at least six hours. 
ERYTHROCIN (Erythromycin, Abbott) 
is available in a form to suit every 
patient: in film-coated tablets of 100 
mg. and 250 mg., in suspensions and 
injectable forms. 


aio 


ABBOTT LABORATORIES LIMITED 
LONDON - W.1 





NOTES AND 
Inquiries will 
be welcomed by the Secretary, Miss*M. A 
Whipp, South Western Hospital, Landor Road, 
London, S.W.9 


Hospitals’ Symphony Orchestra 


STILLBIRTHS 

1960, 
Wales 
are now required to make a statement of the 
\ new 


CERTIFICATION O} 
UNDER the Population (Statistics) Act 
doctors and midwives in England and 


cause of death of every still-born child 
form of certificate of stillbirth has been intro- 
duced which, in addition to the declaration 
that the child was not born alive, 
a statement of the cause of death 
of the knowledge and belief’ of the person sign- 
The estimated duration of 


provides for 
to the best 
ing the certificate 
the mother’s pregnancy is also required as well 
as the weight of the feetus, if knowr 


HUNGARY AND T.B 
THe Hungarian Government has recently issued 
treatment for 
X-ray 
Initially, every citizen will be 


making tuberculosis 


and 


an Order 
compulsory 
whole population 


aiso screening for the 


screened every other year but in time it is 


hoped to do this annually. Vaccination with 


BCG has been extended to cover everyone up to 


the age of 30. 


WHISKY AND VODKA HANGOVERS 

\ REPORT by F. Damrau and E. Liddy (7. nat 
Med. Ass. (N.Y.), 1960, 52, 262) would appear 
to confirm the ‘popular belief that vodka, in 
comparable amounts, causes less hangover than 
whisky’. The report is based upon the findings 
in a group of 33 men and 35 women, aged 22 to 
75, all of whom were either non-drinkers or 
‘moderate social drinkers’. Each member of the 
group at different times drank 2 
whisky and vodka respectively. There 
much higher incidence of hangovers after 
drinking whisky than after drinking vodka 
Thus, after drinking whisky 27 complained 
of halitosis, 25°, complained of gastric irrita- 
tion, 9°% of headache, 7° of dizziness and 6 
of fatigue. After drinking vodka there were no 
complaints of halitosis, dizziness or fatigue, and 
only 2° complained of headache and 2°, of 
gastric irritation. It is suggested that the con- 
geners of whisky virtually 
from vodka, are responsible for the high in- 
cidence of hangovers by ‘slowing the metabolism 
of alcohol and thereby prolonging the action and 
after-effects’. 


ounces ot 


was a 


which are absent 


PROPRIETARY NAMES BANNED 
ACCORDING to the AMA News, published by the 
American Medical Association, ‘the American 
Hospital Association has recommended to its 


PREPARATIONS 7it 


6,500 member hospitals the adoption of a 
uniform formulary system, under which—with 
certain exceptions—drugs should be prescribed 
by generic rather than trade names’. 


WAITING-ROOM KNITTING 
PaTieENTs of a Kent doctor have knitted, 
whilst waiting in his surgery, 14 blankets and 
6 shawls for the refugees. It is estimated that 
the waiting hordes in Out-Patients could profit- 
ably produce 54} blankets or 162} shawls a 
month (excluding those knitted by patients 
within the Department of Dermatology)’.— 
Guy’s Hospital Gazette, 1960, 74, 174- 


THE WEATHER AND THE DRIVER 
CHANGES in climatic fronts and air pressure, 
air streams and humidity ail affect the driving 
ability of tired, sick, or ‘“‘ one for the road” 
drivers’, according to a report published by the 
Hungarian State Railways Neurophysiological 
Institute. This opinion is based upon the 
examination of 30,000 individuals who applied 
for road driving jobs with the Hungarian rail- 
Figures issued by the Institute show that 
Hungary take 


ways 
34 of all road accidents in 
place at a time of ‘climatic front changes’. 
AFTERNOON FATIGUE 

Tue latest American food fad, according to a 
New York doctor (Postgrad. Med., 1960, 27, 
A-18), is what he describes as ‘a bird food 
mixture’ which is eaten ‘with the idea that its 
high vitamin content helps to lessen afternoon 
fatigue’. The victims of this fad eat almost an 
ounce of the following for lunch: equal parts of 
sunflower seeds, squash seeds (papita), seedless 
raisins and grist mill dry cereal. It is taken with 
milk, tea, coffee or water. 


PUBLICATIONS 

The Pocket Prescriber, by Alastair G. Cruik- 
shank, F.R.c.P.ED., the full title of which is “The 
Pocket Prescriber and Guide to Prescription 
Writing’, has now appeared in its 17th edition. 
First published in 1882, it has always moved 
with the times, and today is the best little book 
of its kind on the market. No senior medical 
student, house officer, or junior practitioner 
can afford to be without it—and there are few 
senior practitioners who would not find’ it help- 
ful on many an occasion. (E. & S. Livingstone 
Ltd., price 6s.) 


The Pharmaceutical Pocket Book, in its seven- 
teenth edition, though intended primarily for 
pharmacists, provides an admirably concise 
review which will be of value to medical students 
as well as practitioners. (The Pharmaceutical 
Press, price 30s.) 
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Endemic Goitre (WHO Monograph Series No. 
44) is a masterly review of a disease which still 


claims nearly 200 million victims throughout the 


world. It is probably the most glaring example 
of a disease which would scarcely exist if only 
public health authorities introduced the neces- 
sary simple prophylactic measure—the iodiza- 
tion of salt. In Lausanne, for instance, in 1923, 
when iodized salt introduced in 
Switzerland, the percentage of schoolchildren 
with normal thyroids was only 42.3. In 1937 it 
was 99.3, and since 1930 no child has had a 
visible goitre. (H.M. Stationery Office, price £2.) 


was first 


National Register of Medical Auxiliary Services. 
—The Register of Orthoptists for 1960 has now 
been published and will be sent free to members 
of the medical profession, hospitals and official 
bodies upon application to the Registrar, The 
Board of Registration of Medical Auxiliaries, 
B.M.A. House, Tavistock Square, London, 
W.C.1. A supplement to the 1958 edition of the 
Register of Audiology containing 
lists of additions, deletions and corrections, is 
also available 


Technicians, 


and the 
Graham, 
history of 


Birth 


Harvey 


Eternal Eve; The Mystery of 
Customs that Surround it, by 
M.D.—When 
obstetrics, ‘Eternal Eve’, appeared ten years ago, 
it was a bulky contribution to the serious study 
of the history of medicine, and the text was 
furnished with the paraphernalia of 
footnotes, references and an index. The present 
version is a scaled-down popular condensation 
of the first edition, shorn of the references and 
index (and alas, also of the illustrations) and 
designed for reading by the intelligent layman 
The latter will still have to read it with care, 
though the author has exercised his usual skill 
in interpretation of difficult aspects of medicine, 
and produced an entertaining story. Medical 
history is best made entertaining by emphasizing 
the personalities who have contributed to it, and 
Harvey Graham has kept this in mind. This is 
excellent reading for those who do not want 
their history of resemble an 
academic course; more serious students will 
continue to read the original version. (Hutch- 
inson & Co. (Publishers) Ltd., price 30s.) 


Harvey Graham’s 


usual 


medicine to 


Documentary Geigy. Scientific Tables, in its fifth 
edition, contains a supplement on ‘Constituents 
of living matter’ which has been written in 
consultation with Sir H. A. Krebs. The com- 
prehensive set of tables will prove invaluable to 
the research worker and the clinician. They 
cover all branches of medicine, and include a 
useful section on ‘maximal and minimal doses’ 
(Interscience Publishers Ltd., price 96s.) 
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The Butter Recipe Book contains ‘more than 100 
hints and recipes’ for ‘butter cooks’. Copies may 
be obtained from the Butter Information 
Council, Mercury House, Waterloo Road, 
London, S.E.1 


OFFICIAL PUBLICATIONS 
Rubella and other Virus Infections during Preg- 
nancy (Reports on Public Health and Medical 
Subjects No. 101), by Margaret M. Manson, 
M.B., D.P.H., W. P. D. Logan, M.pD., PH.D., and 
Ruth M. Loy, is a report based upon 7,396 
expectant mothers, 1,679 of whom had a virus 
infection and 5,717 (controls) who had no such 
infections. The major finding is that there were 
578 pregnancies complicated with rubella, 
which produced 547 live children, of whom 37 
(6.8°,.,) had major congenital defects. The 5,717 
pregnancies in the control series produced 
5,469 live children, of whom 128 (2.3°,) had 
major defects. The high incidence of malforma- 
tions in the rubella group was preponderantly 
when the maternal infection had been within 
the first twelve weeks of pregnancy (15.8°,) 
and to a much lesser extent (4.2°,) when 
between the 12th and 16th weeks. There was no 
increase in the number of malformed children 
when infection was later in pregnancy. (H.M 
Stationery Office, price 7s.) 


Strontium-90 in Human Diet in the United 
Kingdom, 1959, Report No. 3 of the Radiobio- 
logical Laboratory of the Agricultural Research 
Council, shows that the estimated mean ratio 
of strontium-go to calcium in the average diet 
of the whole population in the United King- 
dom during 1959 was 9 micro microcuries per 
gramme and that this did not exceed 15 micro 
microcuries per gramme in the diet of any 
large section of the population. The estimated 
level in the diet of the population as a whole 
less than one-twentieth of the 
maximum permissible level recommended by 
the Medical Research Council. The view is 
expressed that there is considerable evidence 
that strontium-90 which has hitherto been 
released into the atmosphere has already exerted 
its major effect: ‘decreasing levels in human diet 
may therefore be expected in the future’. 
(H.M. Stationery Office, price 3s. 6d.) 


represents 


Current Medical Research is a reprint from the 


last annual of the Medical Research 
Council of the articles dealing with problems of 
topical interest. The twelve articles cover a 
wide variety of subjects ranging from ‘Occupa- 
tion and Coronary heart disease’ to ‘Some 
Factors in the Problem of Inattention’. (H.M. 
Stationery Office, price 3s. 6d.) 


report 
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That's all she knew of the therapy — 
just a daily dose of a pleasant, 
easy-to-take medicine. She couldn't 
know that her fast recovery was due to 
af d th her doctor’s prompt action in 
nN e prescribing LEDERKYN Acetyl 
Suspension. The infection was brought 


docto r under control with the first dose, and 


maintained adequate serum levels of 


g ave mM e the drug for the rest of the course with 


one dose a day. Doctors today prefer 


SO me the simplicity of LEpDERKYN Acetyl 


Suspension for treating infections in 


d e| C O U S children —its delicious cherry flavour 


makes ‘medicine time’ a pleasure for 


med C l Nn e ” the child and a simple matter 
see P 


r the parents 


LEDERKYN 


* Regd 


N! Acety! Sulphamecthoxypyridazine 


Acetyl Paediatric Suspension 


the equivalent of 250mg. sulpha 
n bottles of 2 and 16 fluid o 


ired i 
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MIDICEL SUSPENSION—the single-dose-a-dlay sulphonamide 


Today's dose of Midicel* 


will still be benefiting 
your patient tomorrow 


Packages 
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NOTES FROM THE CONTINENT 


A European Newsletter 


BELGIUM 


Vegaloblastic aneemias in children In a review 
of megaloblastic anemia in infancy and child 
hood, R. Maurus and his 
University department of pediatrics in Brussels 
stress the 
establishing the diagnosis. In 
year the 


colleagues or the 


necessity for sternal puncture 1 
infants under the 
age of a most commor cause 1S 
resulting from either 
disturbance Ar 


some of these cases 1s a 


deficiency of folic acid 


infection or some digestive 
accompanying tactor in 
deficiency of ascorbic acid. In those over this 
its being 


As a proph 


age the possibility of 


anemia must be borne in 


pernicious 
mind 
lactic measure it is recommended that ascorbic 
acid and folic acid should be administered to all 
infants under the age of a year who develop an 


yastro-intestinal disturbances or any infectior 


Irterial and intracranial aneurysms 

Attention Brihaye to the im 
portance of arterial spasm as a complication of 
intracranial aneurysms 
case of a supra-clinoid aneurysm of the internal 
carotid artery, in taken 
fifteen days after haemorrhage had occurred from 


of the 


spasm 
is drawn by J 


Details are given of a 


which an angiogram 


the aneurysm, confirmed the presence 


aneurysm and also revealed the presence of 
marked arterial spasm in its neighbourhood. At 
operation, thirty days after the initial hamor- 
rhage no spasm was noted, but forty-eight hours 
later spasm developed involving: the whol 
carotid tree and the patient developed hemi- 
plegia and became comatose. The presence of 


the spasm, which was confirmed by arterio- 
graphy, was rapidly relieved by the administra 


tion of procaine 


Landry’s paralysis.—In a paper read before The 
Royal Belgian Academy of Medicine, 
P. van Gehuchten, of the University of Louvain, 
reported his experience W ith a series of cases of 
Landry's paralysis 
them into two groups. The first of these is really 


Professor 


Etiologically he divided 
a severe form of poliomyelitis, as demonstrated 
by lesions found in the central nervous system 
In such cases the damage is irremediable and, 
if the patient 
paralysed. The other type, though superficially 
similar, has a different 
etiology. In many ways it resembles severe cases 
of the Guillain-Barré syndrome 


survives, he is left severely 


though still unknown 


The lesion here 


spinal ganglia, which are the site of a 
anterior roots 
with 


is mm the 
and in the 
inflammatory 


capsular reaction, 


which show an reaction 
demyelination 

\s a result of his experience with eight cases 
of this latter Landry's paralysis, 
Gehuchten recommends the rapid introduction 
of treatment, consisting of tracheotomy, the use 
of the 


administration of 


type of 


Engstrém pressure ventilator, and the 
corticotrophin. His 
suggest that this form of treatment gives satis- 
Three of his eight patients 
survived and made a complete recovery. Of the 


results 


factory results 
five fatal cases, two showed improvement before 
they died of sudden heart failures 


In a 
review of disturbances of the acid-base equilib- 
rium, Dr. Ch. Toussaint and Professor P. P. 
of the Brugmann Hospital, Brussels, 
draw attention to several important aspects of 
(i) The relative frequency with 
which such disturbances are encountered. (ii) 
The extent to which they may dominate the 
linical picture in such varying conditions as, 
for example, pyloric stenosis and emphysema 
(iii) How they may so change the clinical picture 
that the presenting symptoms and signs are 
mental condition 
(iv) The importance of the clinical findings in 
though the biochemist has 
called in to determine the 
precise electrolyte disturbance in any given case 
Thus, the character of the respiration, or the 
incipient symptoms and signs of tetany may be 
of paramount importance in early diagnosis, 
electrocardiogram may provide 
evidence of disturbance of the serum potassium. 
(v) The importance in therapy of not allowing 
therapeutic enthusiasm to convert an alkalosis 
into an acidosis, or vice versa, and of not neglect- 
ing to treat the underlying cause. (vi) Finally, 
they draw attention to the fact that many of 
these acid-base disturbances are of iatrogenic 
origin. They cite as examples prolonged post- 
operative aspiration of the digestive tract with- 
out replacing the lost sodium chloride, the 
prolonged administration of diuretics or cor- 
ticosteroids, and the case of prolonged alkaline 
therapy of peptic ulcer. 


Disturbance of the acid-base equilibrium 


Lambert 


the problem 


those of some nervous or 


diagnosis, even 


ultimately to be 


whilst the 
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GERMANY 


Guanethidine in hypertension.-A series of ten 
articles in a recent issue of Deutsche Medizinische 
Wochenschrift is devoted to a consideration of 
the latest of the hypotensive agents to be made 
available—guanethidine. Clinically, the diastolic 
pressure is lowered much more than the systolic 
pressure. With the average initial dose of 25 mg 
daily a definite fall in blood pressure occurs aftet 
an interval of three to four days; the maximum 
effect is attained in seven to eight days. The view 
is expressed that guanethidine is more effective 
than reserpine, and about as effective as the 
ganglion-blocking without their dis- 
advantages. Each patient must be treated in- 
dividually. As the daily dose ranges from 10 to 
150 mg. daily, careful assessment of individual 
dosage is essential. The principal side-effect is 
orthostatic hypotension leading to collapse 
Water retention has also been noted in some 
patients but no evidence has been obtained of 
any adverse effect on the hemopoietic system. 


agents 


Substitutes for plaster of Paris.— After a 
hundred years of useful service, plaster of Paris 
is now in the process of being replaced by 
artificial resins, according to W. Schulze. The 
disadvantages of plaster of Paris are that it is 
heavy, interferes with radiological control and, 
because of its opaqueness, does not allow 
examination of the injured limb after open 
reduction. Numerous trials have taken place in 
the United States of bandages in which both 
artificial resins and plaster of Paris are in- 
corporated into the gauze. They thus differ little 
from the plaster of Paris bandages hitherto 
available. By immersion in water the plaster of 
Paris is made ready for use and the resin-reaction 
is started. Their advantages are that they are 
25% more stable, more resistant, and thinner 
than the conventional plaster of Paris bandage. 
A more recent development is to do away 
entirely with plaster of Paris by the use of basic 
polyvinyl chlorides, which become soft and 
pliable on heating. These are heated in an 
electric oven to a temperature of 70 to 75° C., 
until they are pliable. Their disadvantage is that 
speed is essential as they cool and harden 
rapidly. Usage is also restricted as the material 
cannot be used in circular bandages. Further- 
more, there is a danger of burns due to the 
application and modelling of the warm resin. 
Another group of substances which is being 
investigated consists of meta-acrylic acid resins. 
In an airtight bag, immersed in acetone-like 
fluid, these bandages remain soft, and they have 


the advantage that they can be used in circular 
Hardening begins immediately on 
exposure to the air, but full effectiveness is only 
obtained after twenty-four hours. A further 
advantage is that they can be penetrated by 
x-rays and that they do not damage the skin. On 
the other hand, they have an unpleasant smell 
and are inflammable. 


bandages. 


Yet another resin bandage is undergoing 
which, it is claimed, does not 
deteriorate or damage the skin, is washable and 
easily cut, and can be disposed of by burning 
when it is no longer required. 


investigation 


Pregnancy in ‘juvenile’ primigravida.—In young 
primigravidz, whose skeletal system is not fully 
developed, pregnancy leads to an inhibition 
of growth in height, according to R. Bernbeck. 
Pregnancy after the 15th year of life results in- 
variably in an increase in body growth. At a 
younger age, however, it causes a temporary 
inhibition of growth, with a further reduction in 
development after parturition and lactation. 
Radiological investigations have shown that the 
inhibition of growth in height following preg- 
nancy at a young age (i.e. under 15) is due to a 
blocking of ephiphysial ossification, with marked 
reduction in the size of cartilage. The earlier 
pregnancy occurs, the more marked is the effect 
on the eventual size of the mother’s skeleton. 

The cause of the arrest of growth in the 
‘juvenile’ primigravida is considered to be the 
hormonal changes occurring during pregnancy. 
The primary factor is the effect of luteinization 
at this early age. It is considered that factors 
such as undernourishment play no part in the 
inhibition of growth in juvenile pregnancy. 

It is claimed that this phenomenon of rapid 
skeletal maturity can be put to therapeutic use, 
and it is reported that in some cases of juvenile 
disease of the epiphyses of the hips transfusion 
of blood from pregnant women has led to 
rapid ossification. A case is also reported of a 
young girl with increased growth height due to 
hypogonadism, in whom such transfusions led 
to a rapid cessation of growth. 

So far as the case of the juvenile pregnant 
mother is concerned, the view is expressed that 
abortion is definitely to be discouraged. The 
prognosis for the child is good. The nursing 
period should be curtailed to avoid further 
metabolic changes in the mother. The diet 
should provide ample calories and be rich in 
vitamins and minerals. 





‘Notes from the Continent’ are produced in collaboration with the Editors of Bruxelles-Médical 
(Belgium), Le Concours Médical (France), Miinchener Medizinische Wochenschrift (Germany), 


and Minerva Medica (/taly) 
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SULFEX 


@ promotes drainage by shrinking inflamed 
mucosa and opening sinal ostia 


@ helps to restore normal ciliary activity 


© produces and maintains bacteriostasis 


Vasoconstriction in minutes—bacteriostasis for hours 


Sulfex 2 suspe v1 Mickraform’ sulphathiazole 5°% in an isotonie 
queou d Paredrinex’ (p-hydroxyamphetamine 
hydrobromide) 1°% 


es SMITH KLINE & FRENCH LABORATORIES LTD 


WELWYN GARDEN CITY, HERTS 


* (1954) Arch. Otolaryng., 59> 312 
SX :PA2o *Sulfex’, ‘Mickraform’ and ‘ Paredrinex’ are trade marks 
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for the combination of broad 
spectrum effectiveness . taste 
convenience of dosage 

protection against yeast overgrowth. 
UNMATCHED BY ANY OTHER 
BROAD SPECTRUM ANTIBIOTIC 
PREPARATION. 





tetracycline therapy at its best 
plus the new antifungal antibiot 
Fungizone, to prevent fungal 
superinfection 


When reconstituted, the syrup 
provides a fruit-flavoured aqueous 
suspension containing 125 mg 
tetracycline (HC1 equiv.) and 25 mg 
Fungizone per 5 cc. teaspoonful 
Supplied in bottles for 
reconstitution to 60 cc. The drops 
when reconstituted provide 100 mg. 


tetracycline (HC1 equiv.) and 20 mg 


Fungizone per cc. Supplied with 


unbreakable plastic dropper in ER SQUIBB & SONS LTD 


bottles for reconstitution to 10cc Edwards Lane Speke Liverpool 24 
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In oral diuretic 
therapy 


(BENDROFLUAZIDE) 


OFFERS GREATER 
EFFICIENCY AND SAFETY 
AT LOWER COST 


Aprinox is the closest approach yet to the 
ideal diuretic. It is 100 times more potent 
than chlorothiazide and a single daily dose 
produces a steady diuresis with practically 
no disturbance of serum electrolyte levels. 


Aprinox cuts the cost of oral diuretic therapy. 
Boots extensive manufacturing facilities 
make possible the large-scale production of 
this new oral diuretic at lower cost, thus 
helping to cut the size of the nation’s 
drug bill. 


The basic N.H.S. costs are: 


‘APRINOX 5 mg’—4/8d for 25 (ex 500 pack) 
‘APRINOX 2.5 mg’—2/7 jd for 25 (ex 500 pack) 
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warmth, a little light’ 


‘A little 


Trilby 


George Du Maurier 


NOVEMBER 1910 


“To trust entirely to the now practically obsolete 
symptom called crepitus, and to an imaginary 
familiarity with the other clinical symptoms of 
fracture, the when 
every detail of any importance can be obtained 
by means of radiography’ writes W. Arbuthnot 


is absurd in present day, 


F.R.C.S 


Joseph Ebenezer Adams, M.S 
(1878 


1926) 


Lane, M.S., F.R.C.S., Surgeon to Guy’s Hos- 
pital and Senior Surgeon to The Hospital for 
Sick Children, Great Ormond Street, W.C.1, 
in “The use of plates and screws in the operative 
treatment of fractures’. He lays particular stress 
upon the necessity for strict asepsis in open 
operations for the treatment of fractures, ‘both 
from the point of view of immediate risk and of 
subsequent mechanical disability it is of vital 
importance to ensure asepsis’ 
William Murrell, M.D., F.R.¢ 
to the Westminster Hospital, and Lecturer on 
Medicine and Clinical Medicine, begins his 
article on ‘Some points in the modern treatment 
of rheumatism’ with that “The 
term rheumatism is used simply as a matter of 
convenience and under protest, for no definite 


P., Physician 


the statement 


meaning can be attached to it’. On the treatment 
of acute rheumatism or rheumatic fever he 
that ‘In 1874, Maclagan, then of 
Dundee, treated a case of acute rheumatism 
with salicin and published his experiences two 
years later. This was the starting point of the 
modern treatment of rheumatic fever’. 

Discussing internal remedies for rheumatoid 
arthritis he states: ‘Recently I have used oil of 
celery with much success, on the ground that it 
acts as an intestinal antiseptic’, and among local 
measures he refers to application of a strong 
solution of iodine to the joints: ‘A patient of 
mine derived much benefit from having her 
spine painted every night with this preparation’ 
Distinguishing between ‘true infective scarla- 
tinal arthritis’ and ‘rheumatic arthritis following 
in the wake of scarlet fever’, he says of the first, 
‘Salicylic acid exerts no specific action’, and of 
the second “These cases are promptly relieved 
by the salicylates’. 

Writing on ‘Congenital hypertrophic stenosis 
of the pylorus, with special reference to its 
treatment’, James H. Nicoll, M.B., Surgeon, 
Western Infirmary, Glasgow; Extra Surgeon, 
Royal Hospital for Sick Children, Glasgow, 
refers to its mortality rate. ‘For that excessive 
rate surgeons and physicians are equally res- 
ponsible. The former fail to recognize that for 
the slighter cases (pyloric spasm?) serious, and in 
very feeble infants desperate, operative measures 
are unnecessary, and that dietetic treatment is 
effective. The latter are not fully alive to the 
fact that for the really severe cases (pyloric 
hypertrophy?) treatment on dietetic and medical 
lines is futile, and continue it until such en- 
feeblement is present as precludes all hope of 
successful operation’. Of postoperative care he 
writes ‘Many of my cases have been nursed by 
their own mothers supervised by a surgical 
sister. If kept flat in bed, and allowed to cry, 
these feeble infants exhaust themselves, or have 
to be quieted by collapsing and sickening 
sedatives’. 

J. E. R. McDonagh, F.R.C.S., Surgeon to 
Out-Patients, London Lock Hospitals, writing 
on “The etiology, treatment, and pathology of 
venereal diseases as we see them today, with 
special reference to “‘606”’’, describes Ehrlich- 
Hata’s ‘606’ as a ‘new drug which bids well to 
revolutionize the present treatment of syphilis’ 
and one which ‘is engaging everyone’s mind, the 
lay as well as the medical . . . Its aim is not only 


mentions 
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to cure syphilis after one injection, but also to 
prevent any recurrences’ 

In his article on “The clinical aspect of intus- 
Adams, M.B., B.S., F.R.C.S., 
Assistant Surgeon, East London Hospital for 
Children, remarks: ‘In the 


hospital 


susception’ J. E 


practice of a large 
the 
obstruction 
and at St 
Thorias’s out of 500 such cases treated during 
the past 20 39.4 


instances of intussusception’ 


general intussusception is com- 


monest form of acute intestinal 


which is received for treatment, 


years per cent. have been 
Discussing opera- 
tive procedures and results, he points out ‘that 
if more than ceeliotomy and reduction is neces 
sary the mortality is appallingly high 12 out 
of the 23 fatal cases after cceliotomy and reduc 

tion died from shock 
the 


The desirability of combating shock by ‘keeping 


without any evidence of 


peritonitis at post-mortem examination’ 
the child in an atmosphere considerably above 


room temperature’ is emphasized. This is 


achieved easily in the case of small children by 
placing over them a cradle to which is attached 
an electric light bulb, the whole being roofed in 
with blankets’ 

Educated at the City of London 
Joseph Ebenezer Adams gained the 
scholarship to St. Thomas’s Hospital, where he 
the 


surgical 


Sc he vol, 


entrance 


won Beaney scholarship in surgery and 


pathology, and acted as Surgical 
Registrar and Resident Assistant Surgeon before 
his appointment as Assistant Surgeon in I9g!13 
He became full Surgeon in 1923, and up to the 


4 with 
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time of his death was Senior Surgeon to the 
Hospital for Children at Shadwell. In 1913 he 
Hunterian peritoneal ad- 
hesions, and in 1926 dealt with ‘Surgery of the 
Jejunum’. During the 1914-18 War he was on 
the staff of the Fifth London General Hospital. 
A deliberate rather than a brilliant operator, 
Adams was joint author with Maurice Cassidy 
191}. 
tivities were restricted by a baffling abdominal 
which a 


gave a lecture on 


of ‘Acute Abdominal Diseases’, His ac- 


condition post-mortem examination 
showed to be a congenital diaphragmatic hernia 

Amongst examples of ‘Vicious circles asso- 
ciated with diseases of the eves’, Jamieson B 
Hurry, M.A., M.D., Ex-President, 
Pathological Society, quotes Lawson on pro- 
gressive myopia, ‘The general health in young 


children often suffering greatly from the aching 


Reading 


and general discomfort they experience, and 
in this way a vicious circle may be established 
which favours the rapid advance of the disease’. 

Hyoscine is described in ‘Practical Notes’ as 
the best remedy to calm the delirium of mental 
affections, and to induce sleep . It has been 
found useful in the sleeplessness arising from 
worry or excessive cerebral activity, or when the 
sleep is much harassed by dreams’. A note on 
‘Dilatation of the heart in boys’ says: “This is 
not uncommon in boys, especially boys who 
have engaged in very violent forms of exertion, 
or who have been at cramming institutions and 
have taken all their exercise for the week at 


one time’ T. H. B. 
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Non-depressant 
hypotensive agent 


DECASERPYL 


10-METHOXY DESERPIDINE 


Produces gradual reduction in blood-pressure; 


sudden marked hypotension does not occur 
Avoids mental depression, drowsiness and fatigue. 


Dosage can be raised to hypotensive levels 


NOW IN TWO STRENGTHS 5 AND 10 mg. 


New 10 mg. tablets, coloured pink, for convenience of 


prescribing and administration 


DOSAGE 
Initially, one 10 mg. tablet thrice daily (30 mg. daily) 
adjusted up to 60 mg. or down to 15 mg. daily, if required. 


PACKING AND BASIC N.H.S. PRICE 
White 5 mg. Scored tablets : 
20 86: 100 sass ee 
Pink 10 mg. Scored tablets : 
20 IGlos GeDancitces s PO Bie 
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A special kind of motoring which 


no other car in the world can offer 
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MOTORING NOTES 


The Motor Show 
By JOHN PRESTON 


1 gone 


ONCE again the Motor Show has « 
leaving those who went to Earls ¢ choose 
a new car with the pleasure of making » their 
minds at leisure or, if they placed an order ther 
and there, the excitement of waiting for dé 


livery. Many cars can nowadays be had off-the 


The Standard Vanguard Luxury Six Saloon 


peg, but a few still have be waited for 
especially if a particular colour scheme of paint 


work and upholstery is insisted upor 


STANDARD 
The 1960 Show will go down as 
entirely new models on \ 


vears. Not one of the Big Fi 


fewer 
most 
example, 
Standard-Triumph 
haps closest to it with their 2-litre six-cylinder 
Standard 


reall new model 


introduced a 
International coming per- 


version of the Vanguard Vignale 
saloon, which continues to be available with the 
2.1-litre four-cylinder engine that has served 
ntroduced in 
1945 The 


Standard range was completed by the Vanguard 


the company so well since it was 
the original Standard Vanguard in 
estate car, the 1,670 c.c. Ensign, which has the 
same Vignale body as the two Vanguard saloons, 
and the Ten Companion estate car. On the 
Triumph side the Herald convertible was seen 
at Earls Court for the first time 


debut at the Geneva show ir 


having made its 
March. The TR3 


sports car was unchanged 


B.M.¢ 
The British Motor Corporation changes were 
in the opposite direction to the six-cylinder 
Standard, being new estate car bodies on cars 
that were unaltered mechanically—the Austin 
Seven and A.55 Countrymen and the Morris 
Mini and Oxford Travellers, The Farina-stvled 


14-litre saloons (Austin Cambridge, Morris 
Oxford, M.G. Magnette, Riley 4/Sixty-Eight 
and Wolseley 15/60) are now fully in their stride, 
small Wolseley 1,500 and Riley 
One-Point-Five, using the B-series engine in a 
different body shell, are continued unchanged 
The C-series B.M.C. cars, the big Austin West- 
minster and Wolseley 6/99, are roomy and fast 
3-litre saloons that are gaining a fine reputation. 
The sports cars made by the corporation, the 
M.G.A. and the two Austin Hegsleys, the Sprite 
and the 3000, have done well in rallies this year, 
notably in the Alpine rally, when Austin Healeys 
won all the team prizes offered, and in the 
Liége-Rome-Liége, which was won outright by 
a 3000 superbly driven and navigated by Mis 
P. Moss and Miss. A. Wisdom. B.M.C. have 
turned their Princess models into an entirely 
separate make of car, the Vanden Plas, still with 
The big 
Princess saloon and limousine are aimed 


whilst the 


the suffix Princess as the model name 
4-litre 
at the chauffeur-driven top executive, whilst the 
smaller 3-litre model is also a ‘prestige’ car that 
is well appointed and individually furnished 


FORD 
With a best-seller on their hands in the Anglia 
(which sold to the tune of 200,000 in twelve 
months), as well as established favourites like 
the Consul and Zephyr/Zodiac range, plus the 
Popular and Prefect, the Ford company are 
satisfied to carry on as before, but they have 


The Morris Mini-Traveller. 


made a notable advance in adopting front disc 
brakes as an optional extra on the larger cars. 
This is no sudden decision but a long-term move 
that started with fitting disc brakes on the cars 
entered in international rallies some time ago. 
Ford rammed home the success of the new 
Anglia by running three cars for 10,000 miles at 
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60 m.p.h. at Goodwood to coincide with the first 
anniversary of its introduction—the average 
motorist’s annual mileage covered in a week 


THE ROOTES GROUP 
The major change in the Rootes Group models 
was the increase in engine size of the Sunbeam 
Alpine sports car from 1,500 to 1,600 c.c. with 
a corresponding improvement in performance 
This sturdy little car has been warmly received 
by American motorists. Its sister cars, the 
Rapier saloon and convertible, have added to 


their rally reputation during the year. The main- 


The Ford Zodiac Saloon, 
now available with front disc brakes, 


stay of the group, the Hillman Minx, carries 
on as usual and, like its more luxurious com- 
panion, the Singer Gazelle, can be obtained with 
Easidrive automatic The big 
Humbers, which share the same body 
shell, were slightly changed—the Hawk being 
given front disc brakes and the Super Snipe 
becoming the first British car to have twin pairs 
of headlamps 


transmission 
basic 


VAUXHALI 
To round off the picture of 
Vauxhall Motors news by 
automatic transmission as an optional extra on 
the six-cylinder Velox/Cresta models, which 
have also had their engines increased in size to 
2.6-litre cars and are now capable of close on 
100 m.p.h. The 4-cylinder Victor model has 
been given minor styling changes and a new, 


the Big Five, 


made introducing 


larger rear window 


THE ‘SPECIALIST’ FIRMS 
The three leading ‘specialist’ firms—Rolls- 
Royce/Bentley, Jaguar and Rover—have like- 
wise made little change this year. Rolls-Royce 
and Bentley continue unchallenged as the best 
cars in the world. Jaguar now offer power- 
assisted steering on all their Mark 2 range, 
previously reserving this refinement for export 
models, whilst Rover have introduced a similar 
device on their 3-litre model. Jaguar use Bur- 
man steering and Rover Hydro-steer, in both 
cases the main mechanism being contained 
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within the steering box. Rover have also modi- 
fied the automatic transmission of the 3-litre, 
which normally starts in second gear 
although first can be engaged by a kick-down 
when the maximum acceleration is wanted 
Jaguar caused a motoring sensation earlier in 
the year when they took over Daimler from the 
B.S.A. Group. The Daimler range 
course shown separately at Earls Court, com- 
prising the very fast 2$-litre SP 250 sports car 
and the 4}-litre Majestic Major saloon, both 
with V-eight cylinder engines, and the 3.8-litre 
Majestic -saloon. 


now 


was of 


six-cylinder 


SPORTS CARS 
Being the only British car to have 
world’s sports car championship, Aston Martin 
have a special aura that no other make possessed 
at Earls Court, and their latest DB4 saloon and 
Gran Turismo coupé are indeed the last word in 
ultra-fast cars with magnificent road-holding 
and braking qualities to match their acceleration 


won the 


and speed 

\ fine sporting reputation, that extends to the 
Continent and the United States, is also held by 
\.C. cars, which offer a choice of A.C. of Bristol 
engines. The Greyhound full four-seater saloon 
is now in production and provides a maximum 
speed of 110 m.p.h. with all-independent sus- 
pension and disc front brakes. 

The Jensen 5415 sports saloon, which replaces 
the R series as the main production model, is a 
modified version of the previous car with auto- 
matic The R-series model with 
manual gearchange can still be supplied, how- 


transmission. 


ever, to special order. 


The Humber Super Snipe, 
with double headlights. 


\ sporting car with an altogether exceptional 


performance for its size is the Lotus Elite, 
which has a Coventry-Climax engine and a 
plastic coupé body made in series by the Bristol 
Aeroplane Company. An old-established sports 
car, the Morgan, was shown at Earls Court with 
the Ford overhead valve engine used in the 
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WEATHERMASTER 


RAIN...MUD...SNOW...SLUSH... whenever the weather makes 
driving conditions tricky Dunlop Weathermaster tyres will GRIP as no tvres have 
gripped before. Fit them to rear wheels or all four, and 

be sure of a perfect getaway, tenacious road-hold and a 

safe unswerving pull-up. Fit Weathermaster and relax 

in the feeling of positive safety under your car. Give it 

that Weathermaster GRIP. There’s no point in delaying. 

Tubeless or with tube. 
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Luxury, Power & Safety combine 
In the New F Humber ee Snipe 





il Made, acini 


New Humber Super Snipe 


A car of superlative luxury and 


elegance built in the great tradition of 
Rootes craftsmanship and offering 
the finest value in its class today. 


Power-assisted steering, Fully-Automatic Transmission, Overdrive and 
individual front seats available as extras. 


See also the superb HUMBER SUPER SNIPE ESTATE CAR 





A PRODUCT OF 


ROOTES MOTORS LIMITED 


HUMBER LIMITED - DIVISION OF ROOTES MOTORS LIMITED - LONDON SHOWROOMS 
AND EXPORT DIVISION: ROOTES LIMITED - DEVONSHIRE HOUSE - PICCADILLY - LONDON - WI 
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Anglia and Prefect, in addition to the larger 
model with Triumph engine. The Ford engine, 
which has shown its potentialities in formula 
junior racing, is also used in a new Berkeley 
sports model called the Bandit. The Fairthorpe 
cars shown at Earls Court were unusual in that 
they could all be obtained in kit form for home 
assembly, with a consequent saving in cost 
Finally, Frazer-Nash continued to show their 
high-performance coupé and open sports cars 
with B.M.W 


representing the German Porsche company 


v-8 cylinder engines, as well as 


CONTINENTAL CARS 
So far we have reviewed only the British ex- 
hibits, but with the liberalization of 
(although with no change in tariffs) the foreign 
cars on view were of rather less academic interest 
to British motorists than before. Moreover, 
some of them are proving formidable 

petitors in export markets 
Among the Continental cars that sell well in 
Britain were the Renault 
several forms, including the attractive Floride 


imports 


com- 


Dauphine in its 


The Jaguar Mark 2 Saloon 


coupé derived from this model, and the Volks- 
wagen, which is greatly improved in detail in its 
latest form but is very outmoded in its basic 
body design. Citroen cars, like Renault, are 
assembled in Britain, and their stand at Earls 
Court included both the highly original Ds19 
and 2 c.v. models. Another French firm, Peugeot, 
were showing one of the few new models pro- 
duced in the last twelve months: the 404 saloon, 
which has the strong Farina influence seen in 
the B.M.C. B-series cars and the Fiat 2,100 
The pride of the Simca stand was the new 
5-bearing crankshaft engine which showed its 
stamina in a long distance run on a racing 
circuit near Marseilles 
Simca cars are now assembled in England under 
the zgis of the Chrysler company, who own a 
large share in the French concern. France is also 
producing an interesting small sporting 2-seater 
in the Facellia, which has the same fine finish 
as the larger Facel Vega saloon, one of the 
fastest cars in the world 


during the summer. 
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There were no changes in the Mercedes-Benz 
models which are still only obtainable with long 
delays in delivery in most countries, the 220 5 
and SE saloons being specially in demand. Borg- 


Aston Martin Coupe, 


ward cars at Earls Court deserved special atten- 
tion because their latest six-cylinder model has 
the British Hobbs automatic transmission and 
air suspension. Several German baby cars were 
on view, among them the NSU Prinz, the 
Goggomobil and the B.M.W. 700, but none of 
them offered the same unique combination of 
qualities as the B.M.C. 850. An unusually large 
body distinguished the Auto Union 1000 S 
model, made by a company that is now a sub- 
sidiary of Mercedes-Benz. 

A new baby car was also to be seen on the 
Fiat stand, the 680 model which was shown 
for the first time in Paris at the beginning of 
the month. This small Italian car, with its 
four-cylinder engine, is a development of the 
Fiat 600 which has been extremely popular in 
several countries outside Italy. Fiat dominate 


The Rover 3-litre, 
now available with power steering. 
the Italian motor industry, but Alfa Romeo, 
especially with their attractive sporting saloons, 
have a firm following and Lancia maintain their 
reputation for high quality with the Flaminia 
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saloon, which is now in full production and is 
shortly to be supplemented by the smaller 
Flavia saloon with front-wheel drive. 

The Skoda cars from Czechoslovakia were 
mainly notable for their sturdy construction, and 
the same could be said for the Russian Volga and 
Moskvitch. Sweden was represented by the 
Volvo, which has done extremely well in rallies, 


The Fiat 600D. 


and the little 2-stroke Saab, which was being 
shown in England for the first time. 


AMERICAN CARS 

Finally, the Americans—and above all the com- 
pact cars that have been largely instrumental in 
cutting down the demand for European cars 
generally in the United States. Compact they 
may be in American eyes, but to the British 
motorist at Earls Court they looked medium to 
large cars—much like the Vauxhall Velox/Cresta 
and Ford Zephyr/Zodiac. But the Chevrolet 
Corvair, the Ford and the Chrysler 
Valiant were all practical cars, and good looking 
too, whereas only the second adjective could be 
applied by most people (but by no means all) 
to the vast American cars that still form the 
greater part of the cars made in the United 
States. 


Falcon 


DOUBLE HEADLIGHTS 


One of the talking points among visitors to 
Earls Court was the fitting of double headlights 
on the latest Humber Super Snipe, making four 
headlights in all. It at first glance 
to dismiss this as a sales or styling gimmick 
copied from the Americans and of no real 
practical advantage. Closer examination, how- 
ever, gave a rather different picture. 

The Humber lights follow the usual practice 
of having two powerful driving beams from the 
inner lights supplemented by two fan-shaped 
spreads of light from the outer lamps. The 
inner lamps each give 374 watts and the outer 
the same when in full-on position. This makes a 
total of 150 watts, which is 30 watts stronger 
than the two headlamps on the previous Super 
Snipe. When the dip switch is operated the 


Was easy 
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inner lights are extinguished altogether and the 
outer lights go over to a second filament giving 
50 watts each. Their combined strength of 100 
watts of evenly distributed light compares with 
the 72 watts of the dipped headlights of the 
previous model. It would seem therefore that 
the claim of the Rootes Group that the new 
duplicated headlamps give considerably im- 
proved lighting, at the same time avoiding 
dazzle in the dipped position, is justified. 
Duplicated headlamps are, of course, now in 
general use on American cars, as could be seen 
at the Motor Show. American lighting engi- 
neers advocate the system because they say it 
the difficulty of providing both 
and passing lights from the same 
reflector and lens. Ideally the main driving 
beam should give the maximum penetration, 


overcomes 
driving 


while the lower beam should give the best 
possible light when passing other cars without 


dazzling other drivers. To combine the two 
requirements in one lamp necessitates a com- 
promise, but this can be avoided by having 
separate lamps for each purpose. Moreover, by 
having separate lamps it is possible to increase 
the strength of the driving beam, as has been 
done in the Humber Super Snipe, but even 
more important perhaps is the increase in light 
of the lower or passing beam. An incidental 
advantage is that the separate lamps can be 
smaller in diameter, those on the Humber 
being only 5} inches (14.5 cm.). An important 
advantage, of course, is that the lenses can be 
optically designed for each beam. 

American experience has shown that, to 
get the best results from the dual headlights, it 
is essential to have them properly aimed and 


The Chrysler Valiant. 


checked at intervals—as indeed is the case with 
all headlamps whether single or dual. This not 
only gives a better driving light but helps to 
reduce dazzle. Headlamp dazzle is one of the 
contingent causes of accidents which are very 
difficult to assess in accurate terms, but there is 
no doubt that it is an important contributory 
factor which may not be fully revealed in the 
kind of accident investigation that normally 
takes place 
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to counterbalance 


the 
restricted. 
diet 


Many patients are consuming diets re- 
stricted in one way or another 


@the low calorie diet of the obese 
patient 

@the low salt diet of the hypertensive 

@the low fibre diet of the dyspeptic 

@the low fat diet of the atheromatou 


Others restrict their food intake because 
of domestic, psychological or financia 
stresses 

All these are subject to the risk of mal 
nutrition in its various aspects and the 
sequelae often bring such patients for 
medical advice 


JUVEL was designed to meet the 


vitamin needs of patients in any of the 
above categories. It contains both fat- 
soluble and water soluble vitamins in 
concentrations high enough to counter- 
balance dietary shortages and to have a 
definite therapeutic effect. It is now 
available in liquid form as well as in 


1 fi. os. in tablets 


The daily dose Elixir form 
of I tablet contains contains 

Vitamin A 5 i 20,000 iu 
Vitamin D iu 2.000 j.u 
Vitamin B; .... 2.51 10 m.g 


bo y 9 10 x 
Bibofievine ...... — quantities given are related to needs as 
Vitamin Bs . } 10 mg 


: , determined by dietary surveys and the 
Nicotinamide 50 20 m.g 
d-a-tocophery] known incidence of disease. 


acetate (Vitamin E) 10 40 m.g Tablets: Packs of 100 and 500—Basix 
Vitamin C..... 50 m 200 m.g Price to N.H.S. 15/- and 65/-. Elixir 6 fi. 
ozs.—Basic Price to N.H.S. 4/8. 


FORM ULA The formula of ‘JUVEL’ has 
been designed in consideration of the 
known defects in the diets of many older 
patients. The vitamins chosen and the 
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Norwegian Winter Sports 
By PENELOPE TURING 


TH! of ski-ing was born in Norway 
(fig. 1). To be more precise, its birthplace was 
in the Telemark region in the southern part of 
the country between Oslo and Stavanger. From 
those slopes in the steep valleys round Rjukan, 


Morgedal, and Bolkesjé, ski tracks have led 


sport 


Fic. 1.—The Old Ski Museum, Oslo 


across the earth. Despite this, as so often happens, 
fashion has by-passed the founder. The Swiss 
with their unfailing gift for supplying the 
tourist’s wants, the charming Austrians, the 
French with a proper respect for the gastro- 
nomic side of a holiday, the Italians whose sport 
is superimposed on the barriers of history—all 
have been quick to place their mountains at the 
customer’s disposal, and have carried off the 
major part of the great winter-sport industry 


THE NATIONAL SPORT 
Although it is true that Norway has not the élan 
of these other countries—they wear their ano- 
raks with a difference—nevertheless it can and 
does provide magnificent opportunities for those 
who want to enjoy ski-ing for its own sake (fig. 2). 
There are, of course, some people who are 


deeply concerned with the sport of seeing and 
being seen, and the social aura of night clubs, 
and many others to whom those are at least an 
enjoyable adjunct to the holiday. But I am 
inclined to think that there are quite a lot of 
people who want a good climate, plenty of scope 
for winter sports, particularly long ski tours, 
comfortable hotels, satisfying food and pleasant 
friendly people, rather than elegance. These 
things you will find in abundance in Norway, 
and they can be had at low cost. 

The first thing to remember is that ski-ing is 
the Norwegians’ national sport, and they are 
wholeheartedly enthusiastic about it. The second 
is that most of those you will meet have been 
doing it since childhood. Norwegians always tell 
you that they are very much like the English. In 
some ways this is quite true, but from the short 
time that I have been able to spend in the 
country I would say that their general attitude 
to life is quite different. Where the average 
Britisher spends his spare time working in the 
garden, watching TV, going to the local, or 
joining in the endurance test of driving to the 
coast, the Norwegian’s first idea is to get away 
from towns to a cottage in the country. In 
summer he walks in the mountains; in winter 
he skis. Children ski to school. They are among 
the most friendly people in the world, but it is 
sometimes difficult for them to realize that other 
people may be made of weaker stuff, and are 
accustomed to have their pastimes pre-digested 
for them. However, the competitive world of 
tourism demands an international standard of 
facilities, and one of the results is the growing 
number of resorts in Norway which now have a 
certain amount of mechanization such as ski 
lifts 


HOTELS AND FOOD 
Hotels are generally good, spacious, comfortable 
and always clean, and many of them have at 
least some rooms with private baths. Food is 
ample, and well designed to meet outdoor 
appetites. It centres round the famous ‘cold 
table’ which appears at breakfast and usually at 
lunch also. The meats are excellent and varied: 
ham, pressed beef, tongue, galantines, salami, 
and so on. Then there are cheeses, and many 
dishes of the hors-d’ceuvre type: pickled herrings, 
anchovies, gherkins, onions. Personally I cannot 
cope with these latter at breakfast, but there are 
always boiled eggs and cereals, and one or two 
hot dishes keeping warm (and getting dry) over 
a heater. In the evening one can count on a more 
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orthodox hot dinner, and afterwards there is 
dancing at most hotels during the winter-sports 
season. 

CHRISTMAS TO MAY 
The season starts at Christmas and continues 
through March and into April, and at the high 
altitude resorts such as Finse during May also. 


Fic. 2.—On the vast snowfields of Norway. 
Spring ski-ing in Norway has the advantage of 
the fantastically long days. In January there are 
usually 5 to 7 hours of sunshine, in April 12 to 
15 hours, and in May ski-ing goes on through 
the twenty-four hours. An evening party may 
end with a sunrise ski run 

For the beginner's muscles, the 
January sun will provide enough scope, and this 
is an excellent time for a first ski-ing holiday. As 
in most winter-sports districts rates are lower in 
January, and Norway usually has plenty of 
powder snow at that Easter ski-ing is 
immensely popular with the Norwegians, and if 
you think of planning a holiday then it is 
advisable to book well in advance 


however, 


time 


SOME CENTRES 

Most of the principal centres are on, or close to, 
two of the main railway lines: the Bergen Rail- 
way which runs over a spectacular route from 
Oslo to Bergen, and the Dovre Railway which 
lies north-westwards across the country from 
Oslo. These have the advantage of easy access 
from the capital or via the sea and air routes 
to Bergen 

Among the Bergen Railway resorts are Finse, 
Geilo, Ustaoset, Voss and Bulken. Finse is the 
highest station on the line, 4,010 feet, and there 
is ski-ing at heights from 6000 feet. The season 
starts late, in mid-February, and goes on right 
through May. The Finse Mountain Hotel is one 
of the best in Norway, but even so the rates are 
only about 2} guineas a day. Geilo is an attrac- 
tive village and one of the best-known resorts, 
especially to British visitors. There is scope for 
all grades of skiers, and a number of hotels 
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Ustaoset is a small place with good ski-ing 
terrain. Voss is quite a sizeable lakeside resort. 
It is only 180 feet above sea level, but there is a 
ski lift at Bavallen three miles away which takes 
you into fine ski-ing country in the surrounding 
mountains. I have stayed at Fleischer’s Hotel 
at Voss and found it comfortable and well or- 
ganized. Bulken is a hamlet a few miles from 
Voss and has another excellent hotel, Liland’s. 

On the Dovre line by far the best-known 
centre is Lillehammer, a small town with a ski 
lift, nursery slopes, and countless forest trails 
leading off into the mountains. Farther on are 
Tretten, Harpefoss and Vinstra, all of which 
have good hotels and ski-ing from Christmas 
until mid-April. 

SKI SCHOOLS 

A few resorts such as Geilo, Lillehammer, Voss 
and, of course, Oslo (a considerable amount of 
ski-ing is done from the capital) have regular ski 
schools, but there are instructors at most hotels. 
Charges for private lessons are 12s. an hour, 
proportionately less for several pupils. Skis and 
sticks can be hired in most places from 2s. daily. 
There are skating rinks at Geilo, Lillehammer, 


I 1G. 3.—The skating rink at Voss 


Voss (fig. 3), Finse (indoor rink) and several 
other places, and curling is now becoming 
popular at Oslo, Geilo and Lillehammer. 


PRICES 
Reasonable as the prices are—average en pen- 
sion rates at the better hotels are about 30s. to 
40s. a day—a much cheaper holiday can be had 
by taking one of the all-in arrangements offered 
by travel agents, or the Bergen Line who quote a 
14-day January holiday at the Geilo Hotel for 
£30. The Fred Olsen Line organize youth 
hostel holidays at from £23 8s. for fourteen days. 





The sea crossing, Newcastle-Bergen, takes 19 hours. 
Return fares are {£28 10s. 1st class and £16 1os. tourist, 
excluding meals. Flights—London Airport to Bergen via 
Stavanger (4 hours), London to Oslo (3 hours, 2} hours 
by Comet): 23-day excursion return fares £26 16s. to 
Bergen, £31 to Oslo 
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VILLESCON 
LIQUID 


The modern 
tonic in 
traditional form 


Villescon is now available as a liquid—the dosage form a 
recent surveyt shows to be most acceptable to doctors and 
their patients. Sixty per cent of tonic prescribers in 

the survey stated that they would prefer Villescon were 

it in liquid form. Villescon Liquid is effective 

medicine for every run-down condition. 


TA survey of 600 general practitioners carried out by 
the Boehringer Products Division of Pfizer Lid 


DOSAGE 
Adults—2-3 teaspoonfuls two or three times daily before meals. 


Children—i-1 teaspoonful according to age. 


VILLESCON 


1-pheny!-2-pyrrolidino-pentane hydrochloride, with vitamins 


Manufactured and distributed in the U.K. by Pfizer Ltd., Sandwich, Kent for 
C. H. BOEHRINGER SOHN, INGELHEIM am RHEIN 


Registered proprietors of the Trade Mark * Regd. Trade Mark 
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Breakfast-time: 


Nadisan-time 


Nowadays many 
diabetics are 
fortunately able 
to control their 
disease with a 
single daily dose 
of |—2 tablets 
of Nadisan 
(preferably taken 
at breakfast). 


Nadisan 
has 3 important 
advantages : 


effect lasts until 
the next day 


particularly 
economical 


excellent 
tolerance, 
proved by 
five years 

of experience 


Nadisan 
Tablets 0.5g 

for the oral 
treatment of 
diabetes mellitus 


C. F. Boehringer 
& Soehne GmbH. 
Mannheim . Germany 


boehringer 





BRIDGE NOTES 


Dr. Bentinck’s Day 
By E. W. DENHAM anp M. A. FREESTONE 


ONE evening play had been almost dull until 
the following deal appeared from Mr. Forceps: 


North 
(Dr. @dipus) 
@AQ642 
9 Q108 5 
e@2 
@jJ83 

ast 

Scalpel) 


South 
Bentinck) 


The bidding was as follows: 

West, one heart; North, one spade; East, 
no-bid; South, three clubs; West, no-bid; 
North, four clubs; East, no-bid; South, six 
clubs. All pass. 

Forceps led the Queen of diamonds. On 
seeing dummy Bentinck, realizing he had over- 
bid his hand, put his thinking-cap on firmly. 
He had merely twenty-three points in the com- 
bined hands. But apart from the King of 
diamonds, which apparently Scalpel must hold 
on the lead, Forceps should have almost all the 
remaining points to justify his bid. At least it 
was fairly certain that he held the other three 
Kings. Bentinck decided he must base his play 
on this assumption. The spade finesse must be 
taken but careful timing for a throw-in was 
necessary. Of course, West would have to have 
just the right distribution. 

Bentinck captured the Queen of diamonds 
with his Ace and then led his spade. When the 
finesse succeeded he did not lead the Ace of 
spades, but instead the 4 which he ruffed in 
his own hand with the 2 of clubs. He ruffed his 
7 of diamonds with dummy’s 3 of clubs. 
Another of dummy’s small spades was ruffed 
with his own 9 of clubs. His last diamond was 
ruffed in dummy. The Jack of clubs was led 
to his Ace and the Queen of clubs was played 
to give Forceps (West) the lead. As the latter 
had only hearts, Bentinck was enabled to make 
two heart tricks, dummy’s Ace of spades for a 
heart discard, and his two remaining trumps 

When Dr. Bentinck was congratulated on his 
success he disclaimed any great merit. ‘Forceps’ 
opening bid’, he declared, ‘suggested at once 
the likelihood of the extra spade trick, and I 
hoped he had just three spades, three diamonds, 
and two trumps. I could then force him into a 
hopeless position at the right time. However, I 
hope my partner is pleased’ 


‘You played very well’, commented Dr 


(Edipus. ‘By the way, you could have cashed the 
Ace of spades after taking the Queen and still 
made your contract, but then of course the 
play would have been different’. 

The last rubber of the evening was being 
played when the following deal was made by 
Dr. Cdipus, sitting North at ‘game all’. 

North 
(Dr. CEdipus) 

. 4 
¥Q 
eA 


West d 7 
{™r. Forceps) @AQs 
@9076 


954 


East 
(Mr. Scalpel) 
@AQ1083 
Y none 
@Qo032 
4) 165 


South 


@654 
@Ko732 Ir. Bentinck) 
52 


AKo98732 
KJ8 
4 

Dr. (Edipus and Dr. Bentinck bid as follows, 
while Mr. Forceps and Mr. Scalpel passed 
throughout:—(CEdipus, one no-trump; Ben- 
tinck, three hearts; CEdipus, four no-trumps 
(Blackwood); Bentinck, five diamonds (one 
Ace); CEdipus, six hearts. 

Forceps decided that the 5 of hearts was his 
safest lead. On seeing the dummy Bentinck 
counted his certain tricks, and estimated that a 
bad distribution and mediocre play could result 
in his being two tricks short of his contract. 
But fortunately the initial lead was not a spade. 

He played his 9 of hearts on dummy’s 6 to 
win the first trick, and led his Ace of hearts to 
clear trumps. The possible losing spades then 
claimed his attention: to reduce these to one 
the finesse in clubs had to be taken—he felt 
fate would once more be kind for this manceuvre. 
When the play succeeded he discarded a spade 
on dummy’s Ace of clubs. Now he had only to 
guess the diamonds correctly. Or was there any 
safer way? 

He ruffed dummy’s last club to enter his own 
hand, and led his now singleton spade still 
undecided what he would play from dummy 
Mr. Forceps gave no help. In fact Forceps’ card 
was only the 9. Bentinck wondered whether he 
had set the stage for victory as he was hoping. 
He decided to play the Jack of spades, but this 
was beaten by Scalpel’s Queen. 

Scalpel could not help pondering a little. 
He had seen Bentinck’s spade discard and felt 
that he had no more of that suit. The lead of the 
Ace of spades thus appeared out of the question. 
Of course the lead of a small spade might trap 
Bentinck into ruffing, but Scalpel was not 
prepared to take the risk. Therefore, hoping 
that his partner held an honour in diamonds, 
he led his 2 of that suit. At this Bentinck placed 
his cards on the table with some relief. 
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Investment in Plaquenil 
provides for the 


rheumatoid arthritic 


MAXIMUM BENEFIT «2c MINIMUM RISK 


70% of rheumatoid patients are showing major 
improvement with anti-malarial drugs. Plaquenil 
not only produces this improvement, but when 


compared with other potent anti-rheumatic 


ee Hydroxychl phate. 200mg. 
drugs, demonstrates the lowest incidence of et ee er eee 

Ingredient cost of an average week's 
toxic effects. treatment (2 tablets daily): 6/4d. 


MOBILITY IMPROVES WITH PLAQUENIL 


BAYER PRODUCTS, Division of Winthrop Group Ltd, SURBITON-UPON-THAMES, SURREY 
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POSTGRADUATE EDUCATION FOR 
THE FAMILY DOCTOR 


On May 7, 1960, a conference on “Teaching methods in formal courses for 
the continuing education of family doctors’, organized jointly by the 
British Medical Federation and the Metropolitan and Home Counties 
Faculties of the College of General Practitioners, was held in London under 
the chairmanship of Professor Sir Francis Fraser, M.D., F.R.C.P., LL.D. 

It is fifteen years since the British Postgraduate Medical Federation was 
made responsible, on behalf of the University of London, for the continuing 
education of general practitioners, and the aim of the conference was to 
take stock of the quality and type of material provided and to consider any 
alteration which should be made and new ideas which should be put into 
practice. This supplement contains the eight opening papers read at 
the conference. 


THE ORGANIZATION OF POSTGRADUATE COURSES 


By H. G. McGREGOR, M.D., M.R.C.P. 
Physician, Brighton and Lewes Hospital Management Committee; 


I PROPOSE to restrict my comments to the organization of a one-week’s 
concentrated course in a provincial hospital group. The same principles, 
however, apply to other types of course. The organization falls naturally 
into three phases: (1) long term; (2) short term; (3) immediate. 


LONG-TERM PLANNING 
The date.—Owing to the increasing complexity of medical practice, it is 
necessary these days to plan further and further ahead. A year ahead is the 
usual period for which a course is planned. It is important to ensure that 
the date does not interfere with other similar courses planned at the same 
time and to make sure that it dovetails with the general plan of postgraduate 
education for that time of year. 

The programme.—Having fixed a date the next important step is to plan 
the course on paper. Thought must be given to the type of course that is 
envisaged: whether general or specialist. Adequate time must be allowed 
for discussion and for as many clinical cases as possible to be shown. 
Demonstrations of instruments and films are useful adjuncts. The morning 
falls naturally into two sessions: namely, 09.30 to 10.45 hours and 11.00 to 
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12.30 hours, with a coffee break between. The afternoon also naturally falls 
into two parts: from 14.30 to 15.45 hours and from 16.00 to 17.30 hours 
with a tea break between. 

Constructing the ‘jigsaw’.—In this phase a mass of correspondence must 
be entered into with hospitals and lecturers. Hospitals have to confirm that 
their lecture rooms and other facilities will be available at the times planned, 
and lecturers must be engaged. Lecturers are a capricious section of the 
community. Some of them would not dream of giving a lecture, yet become 
annoyed if they are not asked; others take it for granted that they will be 
asked and get angry when they are not included. Whatever the difficulties, 
however, it is important that the programme should be completed ex- 
peditiously and that everybody should remain friends at the end of the 
process. Once all the details have been arranged, the printing of the pro- 
grammes and the printing of maps of the district showing the location of 
various hospitals must be completed. 

The long fallow period.—The construction of the programme being 
complete one may, with a sigh of relief, put the whole thing in a drawer and 
forget it. During the subsequent nine months, however, there is plenty to 
be done. It is during this period that the course has to be advertised and 
the names of candidates collected. This is a lengthy and sometimes costly 
business. If the organizer is fortunate enough to have a secretariat such as 
the Postgraduate Medical Federation to perform this function his troubles 
are small, but if no such facilities are available, he has to undertake the 
advertising himself. 


SHORT-TERM PLANNING 
The short-term organization begins one month before the date fixed for 
the course. 

(a) A copy of the programme must be sent to each lecturer to ensure that 
he has not forgotten the date of his lecture. It is also wise to ask him for a 
précis of his lecture which may be duplicated and distributed to the audience 
at the time the lecture takes place. Even with this precaution one is not 
always certain that the lecturer will not forget or will be prevented from 
attending and I am never completely happy until I have seen the lecturer 
start his lecture. On one occasion I was informed five minutes before a 
lecturer was due to start that he was in the middle of the Atlantic on the 
Queen Mary and would not be able to attend. It is therefore always wise to 
have a relief or substitute lecturer in reserve. 

(b) The various hospitals and institutes must now be forewarned regarding 
the tea and coffee breaks, and.the times at which they will take place. 

(c) Signposts for the various hospitals which show the location of lecture 
theatres should be acquired at this stage. Nobody ever reads them, of 
course, but they are useful for rubbing the noses in of people who complain 
that the place is inadequately signposted. 

Projectors must also be hired at this stage for the lectures at which they 
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will be required, together with that curious race of mortals who operate 
them—known as ‘projectionists’. Projectionists appear to be almost univer- 
sally temperamental. If your projectionist lets you down you must get a 
substitute. A house physician or a nurse makes a convenient one, or, if the 
worst comes to the worst, one of the audience. Never attempt to work the 
projector yourself. You will immediately become a moron too. 

(d) During the last week of this phase a list of the candidates will arrive 
from the Postgraduate Medical Federation. A programme must be sent to 
each, together with a map and instructions where to assemble. 


IMMEDIATE PLANNING 
The immediate phase begins the night before the course is due to start. A 
tour of the various lecture sites should be made to ensure that the signposts 
are fixed, that lecture theatres are set, that projectors are present and that 
the black-out is working. Blackboard, chalk and duster should all be there 
together with that almost universally forgotten piece of equipment 
the pointer. 

Finally about twenty-five or so doctors, hungry for instruction, arrive. 
The leader of a well-known London orchestra once told me that the most 
difficult thing in the world was to ensure that 120 musicians got on to the 
right platform at the right moment, all sober, and all properly dressed. He 
had obviously never had to handle a group of doctors! I cannot recall ever 
having had one arrive ‘tight’; but I have certainly had one with a monu- 
mental hangover; and I have certainly had them improperly dressed. On 
one occasion two doctors sailed their yacht round from Essex, anchored at 
Newhaven, and attended the course in sea-boots and jerseys; but they were 
enthusiastic characters and I think learned something besides sailing! 

The course starts with a short address of welcome from the organizer. He 
should announce at this time any changes in the programme, and should 
make sure that the candidates understand the signing of the various claim 
forms. He should also pass round an attendance sheet for signature, in 
order to ensure that each candidate attends at least once during the passage 
of the course. For the rest of the week the organizer must act as general 
shepherd and commentator of the course: taking part in the lectures and 
discussions himself, taking the chair at the various symposia and panel 
discussions. 

The organizer plays a part quite out of proportion to his apparent func- 
tion. He runs like a thread through the whole week giving the course co- 
hesion and unity; and even imparts ‘personality’ to it. People do not 
necessarily come to a course for instruction; though they very often think 
they do. If a doctor is asked why he attends a course he will say: ‘In order to 
keep up to date’; but one can quite easily keep up to date by reading a book. 
The real importance of a postgraduate course is in imparting what can best 
be described as ‘re-inspiration’. And one receives inspiration by association 
with a ‘personality’, in much the same way as one did by association with a 
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personality during one’s student days. Enthusiasm and sincerity are infec- 
tious, and it is in this way that the organizer imparts personality to a course; 
and it is this that is remembered long after the course is over, rather than 
the details of individual lectures, no matter how erudite or how well 
presented. 


THE PLACE OF THE BASIC MEDICAL SCIENCES 


By E. A. W. MARIEN, M.B., B.S., D.I.H. 
London, E.4 


No plea for the inclusion of the basic sciences in postgraduate education 
should be necessary. It is but common sense that the proper understanding 
of any subject must be built on: (a) what happens in the normal, i.e. 
physiology and basic anatomy; (b) what happens in the abnormal (when 
disease supervenes), i.e. pathology and bacteriology; (c) what happens when 
we institute treatment, i.e. pharmacology, blood chemistry and biochemistry, 
and even, nowadays, endocrinology. 

It is often said that G.P.s are not interested in the basic sciences. This is 
nonsense for, on every occasion when it has been done in an expert fashion, 
clearly integrating the basic sciences with the subject, the praise has been 
great, especially from the older members. The basic sciences in any course, 
however, must be given by clinicians and here I include the pathologist. 
For example, if the subject being dealt with is diabetes mellitus I do not 
want a lecture by the clinical pathological registrar who is quite liable to go 
into details of the laboratory technique of the Folin-Wu method of blood- 
sugar estimation, which, except for the attractive name, I hope I have 
forgotten for ever. 

There is a story told about the general practitioner who, after a disserta- 
tion on the mechanism of blood coagulation, said: ‘We don’t want to hear 
all that stuff about coagulation, we only want to know how to prevent it’. 
His criticism was probably a condemnation of the lecture—one can imagine 
a brilliant young registrar positively killing his audience with a concentrated, 
dry-as-dust academic display of unnecessary facts. 

One of the major criticisms of my own undergraduate education would be 
the sharp and knife-like division of the basic sciences from clinical medicine: 
go per cent. of what I remember of these sciences comes from the teachings 
of the pathologist in the museum and the clinicians in the wards. Let us not 
make this same mistake in postgraduate study. There must be the closest 
integration with clinical medicine. After all, we are interested in basic 
sciences not as pure sciences but as they apply to clinical medicine in its 
broadest sense. 

Many consider therapeutics and pharmacology as a basic science. I 
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OSTEOARTHRITIS OF THE KNEE 


HELPING THE RHEUMATIC 
PATIENT TO HELP 
HIMSELF—AND YOU 


In an ageing population, osteoarthritis confronts the 
general practitioner more and more commonly. Joint- 
stabilising quadriceps exercises are the key to treat- 
ment, but to be successful the patient must fully 
understand them and must carry them out regularly. 
In a busy general practice, there is often too little 
time for the necessary explanation and instruction. 
With advice from a consultant in physical medicine, 
the makers of Algesal Salicylate Cream have prepared 
a leaflet, (illustrated here) which explains the condi- 
tion and its home treatment in simple language. 

It describes the exercises with pictures and shows how 
pain and spasm may be relieved by massage with 
Algesal. This leaflet gives the patient confidence in his 
ability to co-operate fully in his own treatment. 
Other Leaflets in this series deal with lumbo- 
sacral strain, frozen shoulder and painful foot strain. 
They can be had, on request, together with samples 


of Algesal, from E.G.H. Laboratories. 


mI AY | 


10°% diethylamine salicylate in a soothing vanishing cream 


WON-IRRITANT, SKIN-PENETRATING SALICYLATE 
FOR THE RELIEF OF RHEUMATIC PAIN BY INUNCTION 


Algesal is not a counter-irritant or a rubefacient; it is a 
means of putting salicylate through the skin, at the 
site of rheumatic pain. The active ingredient is carried 
in a soothing, non-staining, white vanishing cream, 


with a mild, pleasant smell of lavender. 
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INDICATIONS 


Fibrositis or muscular rheuma- 
tism, osteoarthritis, tenosynovitis, 
lumbo-sacral strain and local 
tissue pain after injury or 
exercise. 

Algesal is prescribable on Form 
E.C.10., basic N.H.S. price 2/84 
per tube inc. P.T. 


E.G.H. LABORATORIES : PERU STREET: SALFORD 3: LANCS 
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N.H.S. price per pencil 
(complete in aluminium 
case) 2/- 


Cerumol avoids discomfort to the patient, inconveni- 
ence to the doctor and saves time for both. 

Cerumol is now routinely used in most hospitals and 
general practices throughout the country. 

Satisfactory results confirm that it is the most efficient 
agent yet introduced for the purpose and that it is 
exceptionally reliable and safe. 

In 10-30 minutes the softened or disimpacted wax can 
usually be wiped out with a probe tipped with cotton 
wool, or by gentle syringing. 

Patients can readily be instructed to instil the drops 
themselves and, in many cases, the loosened wax will 
run out of its own accord, rendering further attendance 
at the surgery unnecessary. 


CERUMOL 


Regd TRADE MARK 


Active constituents per 100 ml. 
p-dichlorbenzene B.P.C. 2G. 
Benzocaine B.P. 2.7 G. 
Chiorbutol B.P. 5G. 
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Pack for surgery use—dropper vial. Basic N.H.S. 
Cost 2/8. Hospital Pack—2 oz. bottles. 
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for Quick Relief 
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Chlorbutol B.P. " 
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Camphor B.P e 
Tannic Acid B.P. ° 
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Literature and sample will gladly be supplied to the medical profession on request. 
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myself would not but I readily agree that the basic sciences play a large part 
in the proper understanding and application of this part of our work. 
Many of the newer drugs which have come to stay require an exact know- 
ledge of their mode of action, their dangers and side-effects, their indications 
and contraindications. If we do not have this knowledge at our finger-tips, 
either we must withhold from patients essential treatment or expose them 
to therapeutic dangers we have no right to. 


THE STUDY COURSE 
By this I mean a return to one’s student days of hard swotting, but, as we 
have not the time available that we had as students, it will have to be 
even more concentrated. The pressure of work during the course can be hard 
as the length of the course is short enough for a maximum sustained effort. 
To entice us either to give up a week of our holiday or to leave our practice 
for an extra week or two in the year, the reward must be worth it. By that I 
mean that, if we are going to attend a study course, we want the opportunity 
to work hard. We want to end the course knowing that we are right up to 
date in a certain selected subject or part of a subject. In the past such study 
courses have tended to cover too wide a field superficially. It must be 
narrowed down so that the necessary anatomy, physiology, pathology, 
clinical pathology and even biochemistry essential to the subject can be 
incorporated and fully integrated. The level of teaching and the detail 
involved should be at least of M.B. standard, if not higher, and every 
branch of teaching technique, from laboratory demonstration to clinico- 
pathological conference, can be brought into play to ensure that the subject 
matter is covered exhaustively. 

Some might argue that the family doctor does not need such firm founda- 
tions to his knowledge, nor such detail. I disagree most strongly and so do 
many of my colleagues. We clamour for, and not a few of us have obtained, 
full laboratory and x-ray facilities. When we have these facilities we have all 
the weapons of a hospital physician except, maybe, the available time per 
patient. 

To start with, three or four universities in England and Wales ought to 
run this sort of course so that family doctors who are taking this type of 
concentrated study in a planned fashion can select their university and pick 
their subject to fit in with their own over-all personal postgraduate planning. 
I fully appreciate the amount of work which would be involved in laying on 
this type of course, for every facility should be offered to the family doctor, 
and his convenience should be studied, not only during so-called working 
hours, but also in the evening when he will want to go over the day’s work. 
Any doctor attending such a course must obviously not only live away from 
his practice but also from his family, and such things as hostel accommoda- 
tion, study rooms, adequate library facilities, and the like, are matters which 
have to be considered. In addition, it would be advantageous if the syllabus 
of the study course could be sent to the doctors beforehand, together, 
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maybe, with a list of textbooks which are considered to cover the subject best. 
In conclusion, I would quote the words of Dr. Ingram :— 


‘Do not let us resist progress; let us embrace and foster research in all directions, 
but in these days of increasing specialization which tends to forget the patient 
and does not always regard medicine as a whole, we must be careful to preserve 
our heritage and graft progress on to that background’. 


And I would add: 


‘And only by maintaining a high standard of training in general medicine can 
we prevent the fragmentation of our own branch of the profession’. 


THE LECTURE 


By GEOFFREY TABUTEAU, M.R.C.S., L.R.C.P. 
London, S.E.19 


“Tue fatal atmosphere of the lecture room’ is due to the fact that too often a 
lecture still means the dripping of a mass of stodgy facts over nodding heads. 
The time has come when a number of lecturers must at last acknowledge the 
invention of printing, and hence that it is no longer necessary to give a 
recital of facts which are readily found in textbooks. 

A lecture which forms part of a postgraduate course for general prac- 
titioners should be a lively streamlined affair so designed that it fits in with, 
and illuminates, the theme of the course. The material should be fresh, 
and presented in a stimulating fashion. A few points well made are better 
than a mass of information which is easily culled from standard sources. 
One has often noted that the original observations and practice of the 
speaker awaken more interest than a purely formal account of a subject. 
In general, lectures tend to be too long. Thirty to forty minutes of pre- 
digested and well-presented material perhaps followed by time for questions, 
and for discussion is more servicable than a longer discourse during which, 
however valuable the substance, the attention flags. It is also helpful if a 
précis of the lecture can be given to each student. Lectures should not be 
given directly after luncheon, and one lecture should not follow hot foot 
upon another. 

I would make a strong plea for the more liberal, and more imaginative, 
use of visual aids, as a projected picture or diagram accompanied by 
appropriate comment by the lecturer is a most valuable teaching aid. 
Indeed in some fields the subject seems to be better dealt with by a short 
introductory talk followed by the showing of a film. 

To sum up, a lecture should be brief and lively, a means of quickening 
interest in a subject, imparting fresh information, and, whenever possible, 
it should be accompanied by the generous use of visual aids. 
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CLINICAL DEMONSTRATIONS 
By J. C. G. EVANS, M.B., B.S. 
London, W.3 


CLINICAL demonstrations, where there is nothing to demonstrate, nothing 
to see, feel, hear, or ‘perceive the atmosphere of’, are quite useless. The 
patient is not the only person who feels his time has been wasted. On the 
other hand, clinical demonstrations can be invaluable, where we can per- 
ceive or appreciate, or have shown us, decubitus, facies, behaviour, man- 


nerism, gait or ‘general appearance’, or the skin of a patient, whether with a 
demonstrable rash or merely its texture, pallor, colour or feel. A ‘lump’ that 
can be felt, or the difference in ‘feel’ and history, between a ruptured plan- 
taris and a venous thrombosis of the calf; the actual opportunity to perceive 
such things for one’s self; these are the things that stick in one’s memory, 
not only mentally, but in one’s fingertips and so on, not only from new cases 
seen, but equally valuable as refreshers of things previously seen. The 
opportunity of finding clinical signs for one’s self or having them skilfully 
‘brought out’, are postgraduate education par excellence. We cannot have 
too much of it. 


EARLY RECOGNITION OF DISEASE 

The general practitioner’s job is to ‘spot cases’, get the diagnosis confirmed 
as necessary, and treat the case in the person of the patient, usually in the 
environment of his family. By the time a family doctor is my age, his 
academic knowledge and method have become either cynical or rusty or, 
we hope, mellowed, perhaps even ripened with the common sense of long 
experience which has helped him to add flesh and blood to the bare bones 
of the formal education by which he passed his finals. We are, by force of 
circumstances, interested far more in the developing case than in the classical 
case. We are scarcely interested in the pathology, or in surgical minutia, 
but we are profoundly interested in the early development, management, 
prognosis, and after-care. 

We live alongside, and with, our patients and we have the opportunity, 
and the duty, to spot in people we know, and meet often, the early onset of 
‘cases’. A change in temperament or mentality or in facies is often of great 
value. As family doctors, what we want are clinical demonstrations which 
stress the early signs we have to look out for. We are prepared to accept the 
pathology, perhaps even the x-ray, and certainly the operative methods 
involved in treatment, just as many people who take for granted whatever 
is under a car’s bonnet, may yet be quite good drivers. Granted that it is our 
job to know the medical and nursing care, and after-care, of patients, but it 
is even more our job to be alert for the early presentation of cases, so that 
we can help the consultant by sending him just the patient he can do some- 
thing with. I would therefore appeal to all organizers of postgraduate courses 
to reinforce their efforts to get clinicians to take that extra bit of trouble to 
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bring out and stress the carly development of the cases they demonstrate 
for the family doctor. 

Equally important, particularly for younger postgraduate students, is the 
craft of assessing physical signs, and the art of knowing which to disregard 
as red herrings. Since qualification in 1933, I think this is the hardest thing 
I have had to acquire. I cannot recall any actual teaching on it. I feel 
justified in asking that this aspect of postgraduate teaching may be given its 
due emphasis. 


CONSTRUCTIVE CRITICISMS 
May I very gently suggest that demonstrators ‘mug up’ their cases before 
they show them. We can always tell whether or not a demonstrator has 
absorbed his brief. If he has not then he should leave it to the registrar or 
even the house officer. 

Patients do not resent being presented. I have seldom had a genuine 
complaint of the fact of being presented, but I have heard justifiable 
criticism of the fact that the patient’s torso has been stripped and he has 
then been left shivering in the draught from an open window during what 
seems to him an interminably long-winded discussion. This sort of thing is 
particularly bad in children’s wards. Patients and parents justifiably resent 
this lack of thought. Similarly, discussions sometimes almost at the top of 
the demonstrator’s voice, often involve the use of words having dire sig- 
nificance for the patient or someone in an adjoining bed who may have 
much the same condition. Particularly is this so when words are misin- 
terpreted: e.g. ‘thrombosis’, ‘malignant’, ‘cardiac’, ‘chronic’, which to the 
public mean bad. As a family doctor with some inkling of all that this may 
mean for the patient, I would ask for the greatest care in terminology used 
in the patient’s hearing and for human understanding of the patient’s 
reactions to half-understood words and phrases. 

A ward round is a magnificent postgraduate method, but the numbers 
attending each patient should never be more than ten, preferably fewer. It 
is only certain types of case which lend themselves to demonstration to an 
audience in a theatre. Some cases are best actually examined, but by its very 
nature this limits numbers to five or so for maximum benefit to result 
without inconvenience to the patient. Thirty students could, with benefit, 
be divided among half-a-dozen patients, and there could be circulation 
of groups. 


POSTSCRIPT 
Last but not least, the best way to learn is to teach. I know of no finer way 
of refreshing one’s knowledge of physical signs than by having to demon- 
strate and assess them to an intelligent senior student or two asking awkward 
questions. I can recommend this as not only humbling, but also as a most 
invigorating form of postgraduate self-education in clinical demonstration, 
and also as a wonderful stimulation of clinical thought. 
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EXHIBITS AND STANDING DEMONSTRATIONS 
By T. E. A. CARR, M.B., Cu.B., D.Osst.R.C.O.G. 


Southampton 


My comments are based mainly on experience gained at three weekend 
courses at Southampton and two at Winchester with which I have been 
connected. At each of these members of the College of General Prac- 
titioners were invited to comment from the consumer angle during the 


planning stages. 

Standing demonstrations were arranged at all of these courses, and the 
interest aroused has been sufficient to make the organizers feel that the 
considerable work of preparation has been justified. Two general features 
are of fundamental importance. In the first place the demonstrations must 
be conveniently sited for easy and casual inspection. In Southampton they 
are placed in the hall where morning coffee and afternoon tea are served; we 
find that throughout these breaks there is always a number of doctors 
chatting around the exhibits. We also find that for full value, the organizer 
of a particular demonstration should, so far as possible, be present in 
person during the tea and coffee breaks. When he could not attend all of 
these we have announced his times of attendance in the course programme. 
He has never failed to be kept busy talking throughout the available time, 
and has himself often found the discussions instructive. 


SUBJECTS 

The subjects covered have fallen into four groups. The first deals with 
surgical procedures, of which a general practitioner does not want to know 
much detail, but where some general comprehension of the technique will 
help him in selection of cases for referral and with after-care. This category 
has included a fine set of dissections showing the stages of corneal grafting, 
and a demonstration of the surgery of heart disease including diagrams, 
photographs and some pathological specimens. 

Secondly comes apparatus which a family doctor may have occasion to 
use or recommend. Examples are the recently standardized Drug Tariff 
oxygen therapy equipment, and aids for the disabled. I am not sure whether 
the opportunity I had on one occasion at Winchester to ride round the 
gymnasium in an electrically driven indoor chair can be classed as a stand- 
ing demonstration, but it was certainly much more instructive than any 
amount of description. 

The third and largest group has been prepared by the pathology depart- 
ments, and falls into three classes. The first deals with investigations which 
the general practitioner can carry out himself, with details of method and 
uses: ‘clinical pathology in general practice’. This should be an annual 
feature, in which topical subjects can be emphasized. Three years ago 
urine analysis had pride of place, including descriptions and assessment of 
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enzyme tests for glycosuria, then quite new. Another suitable subject is 
hemoglobinometry with special reference to the M.R.C. grey wedge 
photometer. Conditions in which laboratory-performed investigations can 
help the family doctor form the second class, and have included jaundice and 
the investigation of bleeding and clotting defects. Here it is important to 
stress the normal range of values. These exhibits have aroused great interest 
from a small proportion of those attending, and are therefore felt to fill a 
definite need. The final class—illustrations of recent developments in 
pathological knowledge—has so far been represented only by two attempts, 
on the subject of hypertension, which have been less successful. The aspects 
which lend themselves to visual demonstration tend to be of more interest 
to the pathologist than to the general practitioner, and we have concluded 
that this subject is better covered by a formal lecture or symposium. This 
year a different subject, ‘Inborn errors of metabolism’, has been chosen. 
This is a good example of a type of subject where a standing demonstration 
is well worth attempting. On the one hand it lends itself to exposition by 
diagrams and photographs; on the other it is a subject which arises only 
infrequently in any one practice, but early recognition is of great importance 
when it does arise. Hence every family doctor wants to have enough know- 
ledge tucked away in his mind to remember the possibilities. Many will 
already have acquired this from journals; a demonstration allows the 
remainder to assimilate quickly what they need and to elucidate any question 
which puzzles them. 

The fourth group of standing exhibits has been a row of inte esting 
x-ray films. This is easier than the others to collect and arrange, but is felt 
so far to have been of least value, being too diffuse and disembodied. 
Nevertheless, it seems a pity not to take the opportunity of letting prac- 
titioners browse over some instructive films, and this year these are to be 
confined to one system, the gastro-intestinal tract, and fuller case histories 
are to be attached. 


THE SYMPOSIUM 


By HARRY N. LEVITT, L.M.S.S.A. 
London, N.W.1 


It was Wilfred Trotter who once said that it is the boasted aim of teachers 
to make students think for themselves, but they are often surprised and 
deeply hurt by the results of their admonition. There is therefore a great 
need for a clear objective in all forms of instruction involved in formal 
courses. The age and experience of the general practitioners attending 
must be taken into careful consideration. This is a point that is commonly 
overlooked by the hospital specialist or teacher. Too often he thinks of the 
general practitioner in terms of an undergraduate. The success of instruction 
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is measured by the degree of positive, purposeful mental activity which is 
roused. Unfortunately doctors, like other human beings, think and learn at 
different rates. Lectures were established when books were scarce and 
expensive; they were never a method of great efficiency as regards the 
teaching of facts. 

I have had the privilege of organizing symposia for the College of General 
Practitioners for the past four years, and am firmly of the opinion that the 
symposium is one of the most valuable forms of instruction that can be 
arranged at a formal course. By a symposium I mean the expression of 
views of different speakers at a discussion of one subject. It enables, for 
example, experts tu give aspects of a disease process as seen from the point 
of view of, say, a surgeon, a physician and a psychiatrist. A symposium is a 
method of instruction that directly stimulates purposeful thinking about 
practical problems. The enthusiasm of the speakers and the presentation of 
their viewpoint stimulate the average general-practitioner audience. The 
traditional method of teaching, of lecture and blackboard, ‘talk and chalk’, 
is an imperfect method of learning by listening. At the symposium, the 
general practitioner is encouraged and stimulated to take part in the discus- 
sion when ample time is allowed. 

In arranging symposia it has proved of value to have one or two general 
practitioners presenting their experience and points of view on the particular 
subject under discussion. To facilitate this, general practitioners, when 
accepted for a formal course of instruction, have to be asked in advance 
whether they would be willing to take part in a symposium. Such a sym- 
posium should not last more than one day: that is, a morning session and an 
afternoon session. Suitable subjects for symposia could be ‘Dyspepsia in 
general practice and in hospital practice’, ‘Menstrual disorders in general 
practice and in hospital practice’, ‘Sick children at home and in hospital’, to 
name but a few. 

In conclusion, I contend that the symposium is a most admirable method 
of instruction and learning. The family doctor is brought together with the 
hospital specialist and teacher; the sick patient and his illness are discussed 
in a most acceptable atmosphere to the improvement of the doctor, the 
illness and the patient. 


THE ‘ANY QUESTIONS’ SESSION 


By HARRY N. LEVITT, L.M.S.S.A. 
Le ndon, N. W.1 


Tue ‘Any Questions’ session or panel has a definite place in a formal course 
of instruction. The panel should be carefully chosen and the names made 
known at the beginning of the course. 
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THE FORMAL SESSION 

Questions should be written out and handed in at set times throughout the 
course of instruction up to twenty-four hours before the ‘Any Questions’ 
session. I see no objection to members of the panel having these questions 
in advance so that a concise, careful answer can be given. Many questions 
crop up during a postgraduate course, where there has either not been time 
for the speaker to answer or insufficient time may have been allowed for 
discussion. The ‘Any Questions’ session sets aside time for questions to be 
asked and answered, and the general practitioner concerned does not feel 
aggrieved at being overlooked. The moderator or chairman of the session 
should read through all the questions in advance, as there is often duplication 
of questions, and it saves time at the session to have questions arranged, 
grouped and carefully sorted. This is what I would call a formal ‘Any 
Questions’ session. It has as its object the expert’s reply to a question for the 
sole purpose of supplying information and instruction. 


THE INFORMAL SESSION 

There is also the informal ‘Any Questions’ session which relies for its 
success on the spontaneity of question and discussion between members of 
the panel. There tends to be an element of ‘fun’ in this and the outcome and 
benefit of such a session are not always predictable. Such an informal session 
therefore calls for strict control and management by an impartial and bene- 
volent chairman. A further disadvantage is that the best is not always 
obtained from such a session because of the bashfulness on the part of some 
general practitioners who are ill at ease speaking or asking questions in 
public. This may leave the floor to the extrovert or the eccentric, and bizarre 
questions may be asked. This may add to the amusement of the session, 
but may provide little useful knowledge or instruction. 

I therefore favour the ‘Any Questions’ session with a carefully selected 
panel, and questions submitted in writing twenty-four hours before the 
session. I would suggest a thirty-minute session, with a maximum of 45 
minutes at the discretion of the chairman and audience. Such a session has 
some contribution to make at the end of a formal course of a general nature. 


THE CLINICO-PATHOLOGICAL CONFERENCE 


By R. Lt. MEYRICK, M.B., B.S. 
London, S.E.6 


CLINICO-PATHOLOGICAL conferences are discussions on the diagnosis of a 
patient’s condition from the initial symptoms to the final confirmation. In 
other words, it is essentially a discussion. It is not a demonstration; neither 
is it a lecture. 
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THE GENERAL PLAN 

The symptoms with which the patient presents are known first to the 
general practitioner. It is therefore the general practitioner who should open 
the majority of clinito-pathological conferences. This is by no means a 
common experience. It should be. It is a stern discipline from which the 
general practitioner will learn much. It should be his lot to describe in detail 
the presenting symptoms, and the progress of his patient to the point at 
which he passes into the hands of another. If he does not hand him over 
then he should take the case right up to the point of discussion. Where the 
general practitioner leaves off, and this may be a shorter or a longer time, the 
specialist takes over; but before he does so, the general practitioner must 
detail the condition of his patient at the time of entry into hospital. Many of 
us have read reports from hospitals on a patient, and wondered if he were 
the same person as we had examined the day previously. This is one way in 
which the clinico-pathological conference has importance. The general 
practitioner and the hospital doctor still see patients from a different point 
of view, but learning one another’s language is a help. 

Although I have referred to the ‘specialist’, I do not necessarily mean a 
specialist in the strict sense of the term, for this will depend on the case and 
the conference. Some will undoubtedly need a specialist, most will not. It 
is important that if a specialist, in the broadest sense, is present, academic 
conditions and academic discussions should not take place. Many of us have 
borne with that almost inaudible, high-fallutin argument between the lady 
in the front row and the eminent visiting specialist. The significance of the 
46 chromosomes in an ovarian teratoma will have little or no interest for the 
average general practitioner. Unless the specialist has some definite practical 
point of diagnosis or care, he had much better not say anything at all. The 
hospital doctor when he takes over should describe how he sees the patient 
on arrival. This is the stage to bring out the points of differential diagnosis, 
and discuss the likely diagnosis. 

Treatment is not important; this is a discussion on diagnosis. It is true 
that certain forms of treatment are diagnostic in themselves—e.g. the 
treatment of myxcedema by thyroid—but, apart from these, treatment can 
be passed over but not completely omitted. New theories or points of view 
on the particular type of case should be included, but will have to depend on 
the chairman’s control. It may well be found later that they have no bearing 
on the case under consideration. When the hospital doctor has finished the 
presentation, the essential business of the conference begins. The openers 
must not therefore be given too much time. 

At many of the conferences to which I have been, the floor is not allowed 
to join in, this is quite wrong. Indeed the whole purpose of the conference is 
to provoke the floor to join in. I have attended a number also in which a kind 
of parley goes on at the platform, amongst a selected group of people, 
rather like a television quiz. Discussion must take place from the whole 
floor. There will be many practitioners who will believe that they have seen 
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or know of a case just like the one under discussion. They must have an 
opportunity to find out why it is, or is not, so. The speakers should be ready 
to answer these queries, and should be ready to be criticized, to give reasons 
for their answers, and to admit if they do not know. This is the sort of 
openmindedness which is missing from many discussions but which is 
essential. No-one should mind making a bloomer! 


THE PATHOLOGIST 
At the clinico-pathological conference, the pathologist is king-pin. He at 
least knows the answer. I believe that for this reason he is best suited to be 
chairman; it is always easier to control a meeting when you know what it is 
all about! When the pathologist comes to give his description whether it be 
of a simple biopsy, or of a full necropsy, he must do so fully. He must 
describe the healthy and the diseased organs. Many a general practitioner 
will know that a carcinoma of the kidney may present in the chest, and that a 
common cause of fractured femur in the elderly is a secondary breast 
carcinoma. These are simple things, but they are practical. They can be 
brought out by the pathologist in his post-mortem findings. After the 
pathologist has completed his discussion, there should again be an oppor- 
tunity for comment from the floor. The chairman then finally sums up 
shortly. 


ADMINISTRATION 

The clinical information, relevant and some irrelevant, should be available 
on the first day, printed on sheets together with any photographs or dia- 
grams. Those attending the course must have time to go to their rooms and 
read over them, to browse over them, and come back to them again—and 
think again. The conference must not take place until the last day. Without 
doubt this is the best time, and may even be a convenient prelude to a 
farewell sherry party. The interest of those attending must be maintained, 
and it is a good idea to offer a little extra information each day: perhaps the 
general practitioner’s findings on the first day, with the hospital’s on the 
next, whilst an x-ray or biopsy report is offered on the third day. 


SOME VARIATIONS 

An interesting variation is to demonstrate a patient at the beginning of 
the course, and the subsequent developments as the course proceeds. ‘The 
operation result is then discussed at the conference. This is not quite the 
same as the conference, but is interesting. Others have suggested that the 
whole course should demonstrate a theme, and should culminate in a grand 
discussion conference. Again I would say that this is not quite the same idea 
as that of examining the minutiz of a single case. Whatever method is used 
the discussion and the answer should be kept for the last day, so that 
everybody is bubbling over with interest, and indeed excitement, over the 
why, the what and the wherefore. 
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Free fiow 
in the arteries 


DELAVASE 


(Isoxsuprine Hydrochloride) 


The new oral vasodilator for 
cold hands and feet, chilblains, 
night cramps and ‘restless legs’ 
intermittent claudication 


“In our hands, isoxsuprine was found to be 
easy to administer devoid of side effects 
in recommended doses, and well tolerated’’. 
(Angiology II (No. 3 pt. 1) 190-192 (June 1960)) 


Tablets each containing 10mg. isoxsuprine hydrochloride. Bottles of 50 and 250 


ORGANON LABORATORIES LIMITED 


BRETTENHAM HOUSE: LANCASTER PLACE - LONDON - WC2 





When patients complain of pain 


7 
You will find that Zactirin fills your need for an active, orally 
effective, non-constipating analgesic suitable for moderately 


severe painful conditions you see in general practice. 


Zactirin combines the pure analgesic activity of ethoheptazine 

a new Wyeth discovery —with the anti-inflammatory action of 
aspirin, in soluble form. It allows you to provide effective relief 
over long periods — for example, in those with chronic, 


painful musculo-skeletal conditions. 


When you prescribe Zactirin, your patient’s pain relief is 
achieved without the daytime sedation, disorientation, 
constipation or other side-effects that can be so disturbing with 


codeine medication 


ZAactirin 


the new, safer analgesic 


Bottles of 10 and 100 tablets (each tablet contains 75 mg. ethoheptazine 


citrate plus 325 mg. aspirin and 97 mg. calcium carbonate) 


LONDON *trade mark 








... the new 


non-touch technique for 


burns 


infected dermatoses 


leg ulcers 


Spray treatment applies the full potency 

of Terra-Cortril directly on to the 

inflamed area. Its effect is immediate because 
the action is not retarded by a base. 


Infection is prevented, inflammation and pain 
reduced, scar tissue development decisively 
checked and the healing process accelerated. 
Spray treatment prevents softening of 
surrounding tissue sometimes caused by 
dressings or ointments. The spray has a 
soothing effect much welcomed by patients. 


Patients and nurses will find it easy 
and simple to use. Any part of the body 
can be sprayed in a few seconds. 


Dressings may not be required. Spray treatment 
can be used with modern exposure techniques. 


SCIENCE FOR THE WORLD’S WELL-BEING 
Pfizer Ltd Sandwich Kent * Trade Mark 
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SERVICES TO THE 
MEDICAL PROFESSION 





Many thousands of doctors in every part of this country and, recently, in 
Australia, have watched surgical and clinical procedures demonstrated 
through the medium of closed circuit colour television, a method of 
demonstration more effective than any other, 


Colour Television is one of several ethical services extended to the medical 
profession by Smith Kline & French Laboratories Ltd. Others include 
Trans-Atlantic Link discussions, symposia, medical films and publications. 


Details concerning the availability of these services can be obtained from: 
Public Relations Department, 
SMITH KLINE AND FRENCH LABORATORIES LTD 


Welwyn Garden City CTV:PA9o 
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Anapolon 


(Oxymetholone) TRADE MARK 


for protein anabolism 


‘Anapolon’ is an entirely new anabolic agent originating 
from the research laboratories of the Syntex 
Corporation and manufactured in Great Britain by I.C.I. 
Distinguished by its ability to promote the retention 

of nitrogen and other elements essential for tissue 
building, ‘Anapolon’ restores the metabolic balance 

and facilitates recovery in cases of febrile or wasting 
disease, impaired development in children, 

surgical procedures, burns and other injuries. 


Anapolion 


* Aids tissue building. 

* Improves appetite and promotes weight gain. 

* Hastens post-operative recovery and convalescence 
after disease. 

* Corrects decalcification. 

* Stimulates growth and development in children. 


A POTENT, SAFE ANABOLIC AGENT 


Presented in scored tablets of 5 mg. 

In containers of 25, basic N.H.S. cost, 19/-. 
100, basic N.H.S. cost, 70/-. 

A 500 size is also available. 


PH36 A product of the Syntex Corporation 


IMPERIAL CHEMICAL INDUSTRIES LIMITED PHARMACEUTICALS DIVISION WILMSLOW CHESHIRE 
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the first 


READY-PREPARED 
suspension 
of potassium penicillin V 


Oral penicillin therapy makes another 
notable advance with the introduction of 
‘Distaquaine’ V-K Suspension. This is the first 
and only ready-prepared suspension of 
potassium penicillin V—the highly efficient 
oral penicillin already widely prescribed in a 
‘Distaquaine’ V-K Tablets. Now, with the 


* 
introduction of ‘DQV-K’ Suspension, the benefits most efficient 
of potassium penicillin V are made conveniently oral penicillin 


available to all your patients, from the 


youngest to the oldest. Smooth in consistency in a 


and particularly pleasant to take, ‘DQV-K’ most acceptable 


Suspension is fully effective in teaspoon doses. f 


‘Distaquaine’ V-K Suspension 
is available in bottles of 60 ml. 
(approx. 2 fi. oz.). Each 5 ml. 
teaspoonful contains 125 mg. 
penicillin V. as potassium salt. 


SUSPENSION Besic Cost to N.H.8.—8s. 10d. 


THE DISTILLERS COMPANY (Biochemicals) LIMITED 
BROADWAY HOUSE, THE BROADWAY, WIMBLEDON, LONDON, 8.W.19 


Telephone : LIBerty 6600. Owners of the trade mark ‘Distaquaine’ 
vrs 16 50s 











. for your chronic bronchitics the 12 


hours’ sustained action of a single dose of 


‘ASMAPAX’ brings relief, ensuring a good 


night's sleep or a full day’s work. 


A Nicholas Product 





IN CHRONIC BRONCHITIS 


se . 
asmapax”® jas proved its value 


t 12 HOURS’ BRONCHODILATATION FROM A SINGLE DOSE 
2 Sustained optimal blood levels 

q One dose instead of t.d.s. medication 

4 Low basic N.H.S. cost 

5 No forgetting of conventional t.d.s. dosage 


6 Fewer side effects. 


LONG-ACTION 


asmapax 


IONETEN* TABLETS 


resin-bonded ephedrine 


iS DESIGNED 
TO HELP DOCTORS 
LIKE vou 


Dosage: 
Adults: 1 or 2 tablets on rising and retiring 


Children: According to age 


Basic N.H.S. Cost: 5/- for 30 tablets 


Composition: Each tablet contains Ephedrine resinate 50 mg. ephedrine hydrochloride 
65 mg. theophylline 


150 mg. bromvaletone 
mg. mephenesin 


Commonwealth Resources for British Medicine 


ASPRO-NICHOLAS LIMITED 


Ethical Pharmaceutical Division 
*regd trade mark 


SLOUGH - BUCKS - ENGLAND 147 
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Benger for all peptic ulcera- 


A reliable adjunct «ees 


in treating bedsores and ool 


Aluphos is a trade mark 








induced skin irritations 


Vasogen Silicone is an oil in water 
emulsion cream containing 20% pret 


a 


Polydimethyl-siloxane. It is indi- “The funds of this old-established 


cated in all cases of bedsores and 
skin irritations induced or aggra- 


Society are invested in the homes of 
the people throughout the country.” 





vated by contact with aqueous Hastings and Thanet 
liquids, body fluids, exudations BUILDING SOCIETY 


and equivalent conditions. e Deposits are Trustee Investments 


ss aH oo ; e Member of the Building Societies 
A clinical trial supply will gladly ‘Aaomaineiions 


be forwarded on request to e Assets £35,000,000 
e Established over 100 years 


LACTAGOL LTD. (oem. +.) HASTINGS and THANET 

Building Society 

51 CLAPHAM ROAD, LONDON, S.W.9 99, BAKER STREET, LONDON, W.! 

Member of the Sanitas Group uaa pa aa at 
wank reading 


BRANCHES AND AGENTS THROUGHOUT 
THE COUNTRY 




















OOOOOOOOnRoAnAOOnOOg 











ANNOUNCEMENTS A 139 
SS 














For SUB-ACUTE and Chronic dermatoses 
TAR + HYDROCORTISONE 


combined in 


TA HRCOR TIN 


| CHE A We have pronounced 


advantages over either medicament alone 








The established germicidal, stimulating and anti-pruritic * REFERENCES; J.A.M.A. 166: 158, 1958 
roperties of tar, in the treatment of sub-acute and re- Additional! Clinical Publications on Tarcortin: 
fractory skin affections, can now be considerably enhanced Postgrad. Med. 21: 309, 1957. 
by its incorporation with hydrocortisone. *Clinical trials J.M. Soc. New Jersey 53: 37, aa 
have shown that the two medicaments together exert a Clin. Med. 3: 389, 1956. 
powerful synergistic action that is far more rapid, more m. Practitioner 8: 1404, 1937, 
onounced and complete than the action of either alone. TARCORTIN ‘CREAM is supplied in 7 grm. 
These two valuable therapeutic agents are presented in a and 15 grm. tubes, containing 0.5% Hydro- 
m-greasy, stainless, hydrophilic cream, known as cortisone in @ special coal-tar extract. 
TARCORTIN. *Literature available on request. 


STAFFORD-MILLER LIMITED - HATFIELD - HERTS 


Manufacturing Chemists 
By arrangement with Reed & Carnrick, Jersey City, U.S.A. (Est. 1860) 





9) a new concept in topical therapy 


K Veriderm Neo-Medrone 


Acute contact dermatitis After 4 days of therapy 
of the thumb with Veriderm 
before treatment Neo-Medrone 0.25% 


containing Medrone—the newest, most 

efficient topical corticosteroid—and 

Neomycin—unequalled for prophylaxis 

or the control of secondary skin infec- 

tions—in Veriderm (skin lipid) base—the 

optimum dermatologic base that re- 

places lotions, creams, and ointments. 

Veriderm adheres to weeping lesions, 

yet is neither drying nor waxy; it corrects 

dry skin conditions, yet is neither greasy 

nor cosmetically objectionable. 

Each gram contains: Medrone (methylprednisolone) acetate, 2.5 mg. (0.25%) and Neomycin sulphate, 
5 mg. (equivalent to 3.5 mg. neomycin base) in Veriderm (skin lipid) base. Administration: Apply to the 


affected skin with gentle rubbing one to three times daily. Supplied in 5 Gm. tubes. U j } 


* TRADEMARK ** TRADEMARK REGISTERED 
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Working for the Nation’s Children 


A Worrying Problem 


“You know” said an Inspector of the 
N.S.P.C.C. recently “‘ we get some awkward 
problems to settle on occasions.” 

A month or two ago the Education 
Authority told me that a girl of 15 was being 
kept away from school to look after her 
brother, aged 13 and her baby brother of 3. 
Their home was a caravan. I learned that 
their mother had been taken to hospital three 
days previously. I was worried lest fire 
should break out or some other disaster 
befall them. My friend, the Children’s 
Officer was willing to take them into care 
whilst the mother was away, but she cate- 
gorically refused to give her consent in spite 
of all my pleadings. Only two days pre- 
viously she had undergone a severe operation, 
but she would not listen to the surgeon, 
or to her priest and she threatened to dis- 
charge herself from hospital if the children 
were taken away from the caravan. The 
doctors told me she would collapse if she got 
out of bed. 

I was very worried. Any action I took to 
safeguard the children might lead to the death 
of the mother. There was only one thing 
for it to see if some of the other caravan 
dwellers living nearby on the same site would 
look after them. After some difficulty I 
arranged for this to be done. 

The mother is home now and she much 
appreciates what I was able to do for her and 
her children. She always gives me a cordial 
welcome. 

Cases like this—an actual case on the files 
of the N.S.P.C.C.—are dealt with frequently 
by the Society: for the scope of the Society’s 
work is very much wider than cases of 
cruelty or gross neglect. If the Society can 
do anything at any time to help children 
whose welfare, happiness or future is in 
jeopardy, it will do so. This vital humani- 
tarian work depends on your subscriptions 
and support. Please send your contributions 


to: 
The Director 


N-S°-P-C-C 
ROOM 103, VICTORY HOUSE, 
LEICESTER SQUARE, LONDON, Woz 


The N.S.P.C.C. helped over 
100,000 children last year 


When advising on Wills and Bequests 
remember the N.S.P.C.C. 


No. 49 











The Medical Service of 
The Royal Navy 


Vacancies for Medical Officers 


Candidates are invited, for Short Service 
Commissions of 3 years, on termination 
of which a gratuity of £690 (tax free) is 
payable. Ample opportunity is granted for 
transfer to Permanent Commissions on 
completion of one year’s total service. 
Officers so transferred are paid instead a 
grant of £1,500 (taxable). 


All entrants are required to be British 
subjects whose parents are British sub- 
jects, medically qualified, physically fit 
and to pass an interview. 


Full particulars from: 
THE ADMIRALTY 
MEDICAL DEPARTMENT 


QUEEN ANNE’S MANSIONS 
ST. JAMES’S PARK - LONDON, S.W.! 








Hyperacidity ? 


phos 


50 tablets in 5 rolls of 10 
N.H.S. Price 2/-. 
Also in gol form. 


Aluphos is a trade mark 
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Do you consider the vehicle when you prescribe steroid therapy 
with hydrocortisone cream? Some vehicles have been 
implicated on grounds of sensitisation risk. 
Lacto-Calamine, the excipient in Cortoderm and Cortoderm-N, 
has an unblemished reputation in this respect. Soothing, 
bland, cosmetically acceptable, it also contributes its own 
anti-inflammatory action to successful treatment of infected 
and non-infected dermatosis. 
‘Clinical experience in dermatology indicates that 
the vehicle employed for topical applications 
may be as important as, or even more important than. 
the medicaments they contain.’ 

( Practitioner (1960), 184, 610). 











CORTODERM CORTODERM-N 


for non-infected ina cream base of for injected dermatosis 
10G tubes in same 


Sn ye strengths as Cortoderm 
5% 0-59 ~ rs LACTO-CALAMINE. and also containing 
0-25%, 0-5% or 1% 0°5% neomycin 
hydrocortisone acetate 

basic NHS cc*t 

2/11, 3/9, 6/3 
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8) THE CROOKES LABORATORIES LIMITED - PARK ROYAL- LONDON HW19 
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The problems of normal workaday routine 
may often cause tension and anxiety 


‘DRINAMYL TABLETS 


give the patient a brighter outlook and 
help her to overcome these problems herself 


Each ‘Drinamyl’ tablet contains 
5 mg. ‘Dexedrine’ (dexamphetamine sulphate BP) 
and 32 mg. (gr. 4) amylobarbitone 


Dexedrine’ and ‘Drinamy!' are trade marks 





...in obstetrics 


Welldorm is an ideal sedative during labour. 
Unlike barbiturates, it does not cause res- 
piratory depression, either in the mother or 
the foetus. Welldorm is easily administered 
and well tolerated. 





WELLDORM 


hypnotic and sedative 


is safe... 





A milligram Se | in time... 


YI 
laltile! 43-8 relief of ml graine with 


is 
, & 
7 


a =3-3-3 ergotamine 


Cafer 





POBOCO00 20000 


to be chewed for 
titel): ese bucc 





Each Catergot O tablat contains 
Img Ergotomine Tartrate BP 
100 mg. Coffeine 8 P. 

in @ chocolate-flavoured base 











...for old people 


Unlike barbiturates, Welldorm does not 
cause confusional states in old people. 
Patients with chronic conditions can safely 
be given Welldorm for long periods because, 
being non-cumulative, it does not tend to 
cause habituation. 


hypnotic and sedative 


is safe... 
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Fulcin- 
oral 

treatment 
for fungal 
infections 


‘Fulcin’ (griseofulvin) is an anti- 

biotic which is distinguished by its 

powerful antifungal properties. It 

has proved highly effective when 

given by mouth as a systemic treat- 

ment for mycotic infections of the 

skin, hair and nails. Clinical ex- A case of ringworm of 
° ge , 4 the scalp, of the non- 

perience indicates that a daily dose _inflammatory type. 

of 1 gramme (1 ‘Fulcin’ tablet four 7s, 

times a day) is adequate for most 

cases. 


TRADE MARK 


GRISEOFULVIN 


Presented in scored tablets of 250 mg., in 

containers of 100 and 1,0°* Basic N.H.S. 

cost 60/- and 560/-. Lite. re on ‘Fulcin’ d 

ts available on request. os Reed Fungal infection of the 
toes. 


Trichophyton Rubrum 
infection of the skin and 
nails. 


IMPERIAL CHEMICAL INDUSTRIES LIMITED 
PHARMACEUTICALS DIVISION WILMSLOW CHESHIRE 








WELLDORM 


SAFE SEDATIVE AND HYPNOTIC 


Welldorm (dichloralphenazonce) is as safe as chloral, 
from which it is chemically derived. Unlike chloral, 
however, Welldorm can be taken with little risk of 
gastric upset, in tablet form or as a palatable Elixir. 
Basic N.H.S. cost from dispensing pack: 2} grain, $d; 
10 grain, 1d, per tablet. 


WELLDORM ELIXIR 


FOR CHILDREN, OLD PEOPLE and those who can't swallow tablets 


Each teaspoonful of this pleasant-tasting liquid 
preparation contains the equivalent of 2} grains of 
dichloralphenazone. 

Basic N.H.S. cost: 3/6 for 4 fi. oz. (3/- from dispensing 
pack ). 

Welidorm is known as “Bonadorm” in Australia and as 
“Dormweil” in the remainder of the British Commonwealth. 


&D Smith & Nephew Pharmaceuticals Limited Welwyn Garden City, Hertfordshire. 
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measured calories for adequate nutrition with high satiety 


on 900 calories a day— without appetite depressants 


Metercal 


DIETARY FOR 


adequate nutrition in 900-calorie programme 


One-half pound of Metercal powder, the daily 900-calorie 
feeding, provides 70 grams of high-grade protein plus 
vitamins and minerals to meet or exceed all established 
minimum daily requirements. Metercal itself is the diet— 
the complete dict. 


impressive clinical results 


in uncomplicated overweight: In a twelve-day study of 
100 patients' on the Metercal 900-calorie programme, 
the average total weight loss per subject was 6} pounds 
over | pound a day). In another study,” patients on the 
900-calorie Metercal programme for two to thirty weeks 
showed a weight loss per patient of 3 to 5 pounds weekly 
during the initial weeks and 2 to 2} pounds per patient 
per week thereafter. 

in overweight complicated by illness: In a study of 42 
overweight patients,* some with serious medical disorders 
such as arthritis, cardiovascular disease, diabetes mellitus 
and gout, the 900-calorie daily Metercal programme 
provided an average total weight loss of 6.3 pounds per 
patient during the first week. The investigator encoun- 
tered no significant complications in the management of 
these patients. 


excellent patient co-operation 


All investigators'’** commented on excellent patient 
co-operation. This was attributed to the effective loss of 
weight, the satiety produced by Metercal which satisfied 


WEIGHT CONTROL 


hunger in a majority of patients, its simplicity in use—no 
calorie counting or menu planning required—and its 
palatability. No appetite depressants were required. 


flexibility in use 


When more than 900 calories are permitted, either the 
daily allotment of } pound of Metercal may be increased 
or it may be used in conjunction with low-calorie foods. 
Metercal may also be used for one or two meals a day 
or as the total diet two or three days a week. 


easy to Use 


All patients do to make a full day’s supply of Metercal 
beverage is inix } pound of Metercal powder with a 
quart of water. Or they may make a glassful at a time. 
For variety, Metercal is available in several delicious 
flavours. 

A special booklet for patient instruction—Metercal 
Weight-Control Guide—is available on request. 


References 


1. (1959) Southwestern Med. 40, 695-697 

2. Initial Experience with a Simple Weight Control 
Formula. To be published 

3. Effective Long-Term Weight Reduction—A Therapeutic 
Break-through. To be published 


Mead Johnson 
Symbol of service in medicine 
MEAD JOMNSON LIMITED, LONDON wt 





Diabetes 


SAFE 


Rastinon (tolbutamide) has been proved to 
be completely safe—in clinical trials and in 
routine usage—by over 1,250,000 diabetics. 
It has fewer side-effects than any other 
oral anti-diabetic substance and no serious 
side-effects have ever been reported. 


a EFFECTIVE 


case Over 1,000 published articles substantiate 
fi or the effectiveness and safety of Rastinon. 


Rastinon &% 


For your files: /f you would like to have fuller information about 
Rastinon— tolbutamide, write to: 
HOECHST PHARMACEUTICALS LIMITED, SLOUGH, BUCKS 


Sole distributors in the U.K.: 
HORLICKS LIMITED, SLOUGH, BUCKS 
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STELAZINE* 


pre-eminent in psychiatry 
—and in general practice 


One of the most powerful and selective of the tranquillizing phenothiazines, 
‘ Stelazine ’ occupies a pre-eminent position in clinical practice today. 


The outstanding efficacy of ‘ Stelazine ’ in the treatment of severe mental 
illness has firmly established its place in psychiatric medicine, while its ability 
to control anxiety and tension in the ambulant patient, and its potent anti- 
emetic action, have rendered it invaluable in the wider field of general practice. 


SM!TH KLINE & FRENCH LABORATORIES LTD, WELWYN GARDEN CITY, HERTS 


FORMULA, ‘Stelazine’ contains 2-trifluoromethy!-10-(3’[1” -methy! piperaziny!-4*]-propy!) 
phenothiazine dihydrochloride 


*'Ste:azine’ (trade mark) brand of trifluoperazine. *8Z: PA450 
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A British 
Company 
reduces 
E.C.10 
costs 

in two 
major 
fields 
without 
detriment 
to 


treatment 


TABALGIN 


brand N-acetyl-p-aminophenol (paracetamol) 


An oral analgesic without the 
side-effects associated with aspirin, 
phenacetin and codeine. 

Basic 8.H.S, cost 40 tablets for 2/2)d. 


Permits prescribing of paracetamol tablets and 


UP TO 23°,, SAVING IN COSTS! 
Also available TABALGIN brand 
paracetamol ELIxTR. Basic N.H.s_ cost 
4 oz. bottle 3/9. 


cremal¢in 


tong-lasting salicylate therapy 
Indicated in all types 

of Rheumatism and 
associated conditions 
Basic N.H.S. cost 


1/23d. per ounce 


UP TO 50°, SAVED! 


‘Cremalgin’ is a registered trade mark of 
WEST PHARMACEUTICAL CO. LTD. 
9 Palmeira Mansions 

Church Road, Hove 3, Sussex 
Telephone: Hove 772215-6 
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THE 

BEST 
INVESTMENT 
| MADE 


An Insurance Policy with my profession’s own Insurance Society. 
I’ve never regretted it 


They specialise in 
Non Cancellable With Profit 
SICKNESS AND ACCIDENT INSURANCE. 
LIFE ASSURANCE. 
PERSONAL PENSION POLICIES. 


When you are buying a car why not ask for details of the Hire Purchase Scheme of our subsidiary company 
— the Medical Sickness Finance Corporation of 7 Cavendish Square, London, W.1!. Telephone Museum 9348 


Write for particulars, mentioning this advertisemen 
SS A A SS SF a 
3 CAVENDISH SQUARE, LONDON, W.1. 
Telephone Langham 034/ 
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3} a new concept in topical therapy 


ate Veriderm Neo-Medrone 


Acute contact dermatitis After 4 days of therapy 
of the thumb with Veriderm 
before treatment Neo-Medrone 0.25% 


containing Medrone—the newest, most 

efficient topical corticosteroid—and 

Neomycin—unequalled for prophylaxis 

or the control of secondary skin infec- 

tions—in Veriderm (skin lipid) base—the 

optimum dermatologic base that re- 

places lotions, creams, and ointments. 

Veriderm adheres to weeping lesions, 

yet is neither drying nor waxy; it corrects 

dry skin conditions, yet is neither greasy 

nor cosmetically objectionable. 

Each gram contains: Medrone (methylprednisolone) acetate, 2.5 mg. (0.25%) and Neomycin sulphate, 
5 mg. (equivalent to 3.5 mg. neomycin base) in Veriderm (skin lipid) base. Administration: Apply to the 
affected skin with gentle rubbing one to three times daily. Supplied in 5 Gm. tubes. Upjohn 


* TRADEMARK ** TRADEMARK REGISTERED 


| Have you received your copy of 
MODERN CONTRACEPTIVE TECHNIQUE? 


This manual on contraception has already proved 
invaluable to doctors in advising their patients. It 
presents a concise and compact survey of methods 
commonly used, together with notes on methods which 
have medical approval, and also on others which are 
contra-indicated. You are invited to write for 

your copy now. 


modern 


contraceptive 





The case against “natural” methods 


Unreliable and harmful methods of contraception, such as 
“coitus interruptus ”’, are chiefly used because of the slight loss 
of sensitivity experienced with protectives (condoms). This 
problem is now almost entirely overcome by Durex Gossamer, 
a new kind of /ubricated protective. Durex Gossamer is treated 
with Sensitol, a “non-wet, non-messy” lubricant which 
substantially increases the level of sensitivity. Samples of 
Durex Gossamer protectives on request. 


| 
| 
| 
| 
| 
| 
| 
| 
technique 
| 
| 
| 
| 
| 
| 
| 


LONDON RUBBER CO. LTD. Dept. 304, HALL LANE, LONDON, E.4 
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Take 
a second opinion 





you'll find the next 


GUINNESS 


just as good as the first 


G.E.3454C 
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A gracious welcome 


to your guests 


APOE EAD ea Aaadadb ad 


DRY FLY 
SHERRY 16/- bottle - 8/6 half-bottle 


“24 Also Magnums 32/- 


FINDLATER. MACKIE. TODD & Co LTe 
LONDON ©: EST ABUIRHED aud 











ST. ANDREW’S HOSPITAL, NORTHAMPTON 


FOR NERVOUS AND MENTAL DISORDERS 
President—Tue EARL SPENCER 
Medical Superintendent—THOMAS TENNENT, M.D., F.R.C.P., D.P.H., D.P.M. 


This Registered Hospital is situated in 130 acres of park and pleasure grounds. Patients, both male and 
female, who are suffering from incipient mental disorders or who wish to prevent recurrent attacks of mental 
trouble, are received for treatment. Careful clinical, biochemical, bacteriological and pathological examina- 
tions. Private rooms with special nurses, male or female, in the hospital or in one of the numerous villas in the 
grounds of the various branches, can be provided. 


WANTAGE HOUSE 


This is a Reception Hospital in detached grounds with a separate entrance, to which patients can be 
admitted. It is equipped with all the apparatus for the complete investigation and treatment of mental and 
nervous disorders by the most modern methods: insulin treatment is available for suitable cases. It also 
contains laboratories for biochemical, bacteriological and pathological research. Psychotherapeutic treatment 
is employed when indicated. 


MOULTON PARK 


Two miles from the Main Hospital there are several villas situated in a park and farm of 600 acres. Milk, 
meat, fruit and vegetables are supplied to the hospital from the farm, gardens and orchards of Moulton Park. 
Occupational therapy is a feature of this branch, and patients are given every facility for occupying themselves 
in farming, gardening and fruit growing. 


BRYN-Y-NEUADD HALL 


The seaside home of St. Andrew's Hospital is beautifully situated in a park of 330 acres, at Llanfairfechan, 
amidst the finest scenery in North Wales. On the north-west side of the estate a mile of sea coast forms the 
boundary. Patients may visit this branch for a short seaside change or for longer periods. The hospita! has 
ts own private bathing house on the seashore. There is trout fishing in the park. 

For terms and further particulars apply to the Medical Supevintendent (Telephone: No. 34354 North- 
ampton), who can be seen in London by appointment. 
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WITH A WILL! 


When you are consulted about bequests for Medical work which 
deserves support, please remember the part played by the Imperial 
Cancer Research Fund. It receives no official grant and is entirely 
supported by voluntary donation and bequest. Pioneer in the field of 
cancer research, this organisation was founded by the Roya! Colleges 
of Physicians and Surgeons to undertake this vital work in its own 


laboratories. Please help us when you can! 


is IMPERIAL 
' CANCER RESEARCH FUND 


ere mi PATRON ; HER MAJESTY THE QUEEN 


A. Dickson Wright Esq., M.S., F.R.C.S., 
C.R.F. 61 Imperial Cancer Research Fund, 49 Lincolns Inn Fields, London, W.C.2 
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The short intensive treatment 
for Influenza and colds 


Fluscorbin is a new preparation combining a massive dose of Vitamin C 
with Phenacetin and Caffeine and alkaloids of Quinquina. It offers 
an effective “ attack” treatment of influenza and the common cold 
by rapidly overcoming the febrile state and stimulating the natural 
defence mechanism of the body. 


Literature and samples on request. 


CONTINENTAL LABORATORIES LTD. 
101, GREAT RUSSELL STREET, LONDON, W.C.1. 
Telephone : MUSeum 2042-3-0626 Telegrams : Taxolabs, Phone, London 
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TRADE MARK Methdilazine Hydrochloride 
For prompt, 
prolonged relief 
of allergic symptoms 


INHERENTLY SUSTAINED ACTION 

RAPID ABSORPTION-—RAPID RELIEF 

LOW TOXICITY——-MINIMAL SIDE EFFECTS 

INHIBITS CAPILLARY PERMEABILITY AND CEVDEMA 

CLINICALLY PROVED IN A WIDE RANGE OF 
ALLERGIC AND PRURITIC CONDITIONS 


Dosage 
Adults: One tablet (8 mg.) twice daily 
Children: One teaspoonful (4 mg.) twice daily 
In some patients it may be necessary to adjust the 
dosage to meet individual requirements. 


Packings 
Tablets (coinpression coated) 8 mg., 
bottles of 25 tablets 5/- and 250 tablets 40/- 
Syrup, 4 mg. per teaspoonful, 4 oz. bottles 5/-. 
Basic N.H.S. prices, purchase tax extra. 


Descriptive literature and specimens for clinical use are available on request 
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